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Document Name: Specification 

Title of the Invention: 

A novel polypeptide, a method of producing it, a DNA encoding it, 
a vector containing it, a host cell transformed with the vector, 
an antibody of the peptide, a pharmaceutical composition 
containing the polypeptide or the antibody 

Claims: 

1. Substantially purified form of the polypeptide that comprising the 
amino-acid sequence shown in SEQ ID NO. 1 or 5, homologue thereof, fragment thereof 
or homologue of the fragment. 

2. A polypeptide according to claim 1 that comprising the amino-acid 
sequence shown in SEQ ID NO. 1 or 5. 

3. A cDNA encoding the polypeptide according to claim 1. 

4. A cDNA according to claim 3 that comprising the nucleotide sequence 
shown in SEQ ID NO. 2 or 6 or a fragment cDNA selectively hybridized to the cDNA. 

5. A cDNA according to claim 3 that comprising the nucleotide sequence 
shown in SEQ ID NO. 3 or 8 or a fragment cDNA selectively hybridized to the cDNA. 

6. A replication or expression vector carrying the cDNA according to 
claim 3 to 5. 

7. A host cell transformed with the replication or expression vector 
according to claim 6. 

8. A method for producing the polypeptide according to claim 1 or 2 
which comprises culturing a host cell according to claim 7 under a condition 
effective to express the polypeptide according to claim 1 or 2. 
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9. A monoclonal or polyclonal antibody against the polypeptide 
according to claim 1 or 2. 

10. A pharmaceutical composition containing the polypeptide according 
to claim 1 or 2 or the antibody according to claim 9, in association with 
pharmaceutical ly acceptable diluent and/or carrier. 
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Detailed Description of the Invention 

Technical Field of the Invention 

The invention is related to novel polypeptides produced by a certain human 
stromal cell line and DNAs encoding the said polypeptides. 

More particularly, the invention is related to novel polypeptides named 
to 0AF065a and 0AF065a (called them 0AF065s hereafter), a process for the 
preparation them, DNAs encoding the said polypeptides, a vector containing the 
polypeptide, a host cell transformed by the vector, antibody of the said polypeptide, 
a pharmaceutical composition containing the polypeptide or antibody. 

Background of the Invention 

It is known that bone marrow stromal cells form bone marrow micro 
environment of immunologic, hematopoietic system etc, and they produce and secret 
essential factors to induce of proliferation and differentiation of stem cells, 
e.g. IL-7, SCF, IL-11, M-CSF, G-CSF, GM-CSF, IL-6, TGF-a, LIF etc. It is also 
made clear that a certain bone marrow stromal cells are related to bone metabolism 
(Kenneth Dorshkind Annu. Rev. Immunol. 8, 111-137. 1990). However, roles of 
stromal cell are not reconstituted completely from only isolated factors yet. It 
may suggest that existence of any factors which are not isolated yet. 

Purpose of the Invention 

The present inventors have directed their attention to this point and 
energetic research has been carried out in order to find novel factors 
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(polypeptides) especially secretory and membrane protein which are generated by 
a certain stromal cells. 

Until now, when a man skilled in the art intends to obtain a particular 
polypeptide or a DNA encoding it, he generally utilizes methods by confirming an 
intended biological activity in a tissue or in a cell medium, isolating and 
purifying the polypeptide and then cloning a gene or methods by "expression- 
cloning"' with the guidance of the biological activity. 

However, physiologically active polypeptides in living body have often 
many kinds of activities. Therefore, it is increasing that after a gene is cloned, 
the gene is found to be identical to that encoding a polypeptide already known. 
Generally bone marrow stromal cell generates only a very slight amount of a factor 
and it makes difficult to isolate and to purify the factor and to confirm its 
biological activity. 

Recent rapid developments in techniques for constructing cDNAs and 
sequencing techniques have made it possible to quickly sequence a large amount of 
cDNAs. By utilizing these techniques, a process, which comprises constructing 
cDNAs at random, identifying the nucleotide sequences thereof, expressing novel 
polypeptides encoded by them, is now in progress. Although this process is 
advantageous in that a gene can be cloned and information regarding its nucleotide 
sequence can be obtained without any biochemical or genetic analysis, the target 
gene can be discovered thereby only accidentally in many cases. 

The present inventors have studied cloning method of genes coding 
proliferation and/or differentiation factors functioning in hematopoietic systems 
and immune systems. Focusing their attention on the fact that most of the secretory 
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proteins such as proliferation and/or differentiation factors (for example various 
cytokines) and membrane proteins such as receptors thereof (hereafter these 
proteins will be referred to generally as secretory proteins and the like) have 
sequences called signal peptides in the N~termini, the inventors conducted 
extensive studies on a process for efficiently and selectively cloning a gene coding 
for a signal peptide. Finally, we have successfully invented a screening method 
for cDNAs having sequence encoding signal peptides, we called the method as signal 
sequence trap (SST) (See Japanese Patent Application No. 6-13951). We also 
developed yeast SST method on the sajne concept. By the method using yeast, genes 
including sequence encoding signal peptide can be identified more easily and 
effectively (See USP No. 5,536,637). 

By using SST method, the present inventors achieved to find novel membrane 
proteins produced by bone marrow stromal cell and DNAs encoding them, and we then 
completed the invention. 

The polypeptide OAF065s of the invention are not known one, when amino acid 
sequences of the polypeptide was compared by a computer to all known sequences in 
data base of Swiss Prot Release 33. 

It was found out that the polypeptides of the invention are type-I membrane 
protein and they have extracellular Cys rich region which commonly exists in the 
receptor family of Tumor necrosis factor (TNF) (See Fig. 1). So it was suggested 
that the polypeptides of the invention are novel membrane proteins which belong 
to TNF receptor family. 

Construction of the Invention 
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The invention provides: 

1) a polypeptide comprising an ajnino acid sequence shown in SEQ 
ID NO, 1 or NO, 5, 

2) a DNA encoding the polypeptides described above (1), 

3) a DNA comprising a nucleotide sequence shown in SEQ ID NO, 

2 or NO. 6, 

4) a DNA comprising a nucleotide sequence shown in SEQ ID NO, 

3 or NO. 7. 

More particularly, the invention is concerned with a polypeptide 
comprising amino acid sequence shown in SEQ ID NO. 1 or 5 in substantially purified 
form, a homologue thereof, a fragment of the sequence and a homologue of the 
fragment. 

Further, the invention is concerned with DNAs encoding the above peptides. 
More particularly the invention is provided DNAs comprising nucleotide sequence 
shown in SEQ ID NO. 2, 3, 6 or 7, and DNA containing a fragment which is selectively 
hybridizing to the DNA comprising nucleotide sequence shown in SEQ ID NO. 2, 3, 
6, or 7. 

A polypeptide comprising amino acid sequence shown in SEQ ID NO. 1 or 5 
in substantially purified form will generally comprise the polypeptide in a 
preparation in which more than 90%, e.g. 95%, 98% or 99% of the polypeptide in the 
preparation is that of the SEQ ID NO, 1 or 5, 

A homologue of polypeptide comprising amino acid sequence shown in SEQ ID 
NO, 1 or 5 will be generally at least 70%, preferably at least 80 or 90% and more 
preferably at least 95% homologous to the polypeptide comprising amino acid 
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sequence shown in SEQ ID NO. 1 over a region of at least 20, preferably at least 
30, for instance 40, 60 or 100 more contiguous amino acids. Such a polypeptide 
homologue will be referred to a polypeptide of the invention. 

Generally, a fragment of polypeptide comprising amino acid sequence shown 
in SEQ ID NO. 1 or 5 or its homologues will be at least 10, preferably at least 
15, for example 20, 25, 30, 40, 50 or 60 amino acids in length, and are also referred 
to by the term "a polypeptide of the invention". 

A DNA capable of selectively hybridizing to the DNA comprising nucleotide 
sequence shown in SEQ ID NO. 2, 3, 6 or 7 will be generally at least 70%, preferably 
at least 80 or 90% and more preferably at least 95% homologous to the DNA comprising 
nucleotide sequence shown in SEQ ID NO, 2, 3, 6 or 7 over a region of at least 20, 
preferably at least 30, for instance 40, 60 or 100 or more contiguous nucleotides. 
Such DNA will be referred to "a cDNA of the invention". 

Fragments of the DNA comprising nucleotide sequence shown in SEQ ID NO. 
2, 3, 6 or 7 will be at least 10, preferably at least 15, for example 20, 25, 30 
or 40 nucleotides in length, and will be also referred to "a DNA of the invention" 
as used herein. 

A further embodiment of the invention provides replication and expression 
vectors carrying DNA of the invention. The vectors may be, for example, plasmid, 
virus or phage vectors provided with an origin of replication, optionally a promoter 
for the expression of the said DNA and optional ly a regulator of the promoter. The 
vector may contain one or more selectable marker genes, for example a ampicillin 
resistance gene. The vector may be used in vitro, for example of the production 
of RNA corresponding to the cDNA, or used to transfect or transfect a host cell. 



10 



A further embodiment of the invention provides host cells transformed with 
the vectors for the replication and expression of the DNA of the invention, 
including the DNA SEQ ID NO. 2, 3, 6 or 7 or the open reading frame thereof. The 
cells will be chosen to be compatible with the vector and may for example be 
bacterial, yeast, insect or mammalian. 

A further embodiment of the invention provides a method of producing a 
polypeptide which comprises culturing host cells of the invention under conditions 
effective to express a polypeptide of the invention. Preferably, in addition, such 
a method is carried out under conditions in which the polypeptide of the invention 
is expressed and then produced from the host cells. 

DNA of the invention may also be inserted into the vectors described above 
in an antisense orientation in order to proved for the production of antisense RNA. 
Such antisense RNA may be used in a method of controlling the levels of a polypeptide 
of the invention in a cell. 

The invention also provides monoclonal or polyclonal antibodies against 
a polypeptide of the invention. The invention further provides a process for the 
production of monoclonal or polyclonal antibodies to the polypeptides of the 
invention. Monoclonal antibodies may be prepared by common hybridoma technology 
using polypeptides of the invention or fragments thereof, as an immunogen. 
Polyclonal antibodies may also be prepared by common means which comprise 
inoculating host animals, for example a rat or a rabbit, with polypeptides of the 
invention and recovering immune serum. 

The invention also provides pharmaceutical compositions containing a 
polypeptide of the invention, or an antibody thereof, in association with a 



11 



pharmaceutical ly acceptable diluent and/or carrier. 

The polypeptide of the invention includes that which a part of their amino 
acid sequence is lacking (e.g., a polypeptide comprised of the only essential 
sequence for revealing a biological activity in an amino acid sequence shown in 
SEQ ID NO.l), that which a part of their amino acid sequence is replaced by other 
amino acids (e.g., those replaced by an amino acid having a similar property) and 
that which other amino acids are added or inserted into a part of their amino acid 
sequence, as well as those comprising the amino acid sequence shown in SEQ ID NO. 
1 or 5. 

As known well, there are one to six kinds of codon as that encoding one 
amino acid (for example, one kind of codon for Methioine (Met), and six kinds of 
codon for leucine (Leu) are known). Accordingly, the nucleotide sequence of DNA 
can be changed in order to encode the polypeptide having the same amino acid 
sequence . 

The DNA of the invention, specified in (2) includes a group of every 
nucleotide sequences encoding polypeptides (1) shown in SEQ ID NO. 1 or 5. There 
is a probabi 1 ity that yield of a polypeptide is improved by changing a nucleotide 
sequence. . 

The DNA specified in (3) is the embodiment of the DNA shown in (2), and 
indicate the sequence of natural form. 

The DNA shown in (4) indicates the sequence of the DNA specified in (3) 
with natural non-trans lational region. 

cDNA carrying nucleotide sequence shown in SEQ ID NO. 3 is prepared by 
the following method: 
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Brief description of Yeast SST method (see USP No. 5,536,637) is as fol lows. 

Yeast such as Saccharomyces cerevisiae should secrete invertase into the 
medium in order to take sucrose or raffinose as a source of energy or carbon 
(Invertase is an enzyme to cleave raffinose into sucrose and melibiose, sucrose 
into fructose and glucose. ) . It is known that many known mammal ian signal sequence 
make yeast secrete its invertase. From these knowledge, SST method was developed 
as a screening method to find novel signal sequence which make it possible can to 
secrete yeast invertase from mammalian cDNA library. SST method uses yeast 
growth on raffinose medium as a marker. Non-secretory type invertase gene SUC2 
(GENBANK Accession No. V 01311) lacking initiation codon ATG was inserted to yeast 
expression vector to prepare yeast SST vector pSUC2, In this expression vector, 
ADH promoter, ADH terminator (both were derived from AAH5 plasmid (Gammerer, 
Methods inEnzymol. 101, 192-201, 1983)), 2^ ori (as a yeast replication origin), 
TRPl (as a yeast selective marker), ColEl ori(as a E. Coli replication origin) and 
ampicillin resistance gene (as a drug resistance marker) were inserted. 
Mammalian cDNA was inserted into the upstream of SUC2 gene to prepare yeast SST 
cDNA library. Yeast lacking secretory type invertase, was transformed with this 
library. If inserted mammalian cDNA encodes a signal peptide, yeast could be 
survive in raffinose medium as a result of restoring secretion of invertase. Only 
to culture yeast colonies, prepare plasmids and determine the nucleotide sequence 
of the insert cDNAs, it is possible to identify novel signal peptide rapidly and 
easily. 

Preparation of yeast SST cDNA library is as follows: 
(1) mRNA is isolated from the targeted cells, second-strand synthesis is performed 
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by using random primer with certain restriction enzyme (enzyme I ) recognition site, 

(2) double-strand cDNA is ligated to adapter containing certain restriction 
endonuclease (enzyme II) recognition site, differ from enzyme I, digested with 
enzyme I and fractionated in a appropriate size, 

(3) obtained cDNA fragment is inserted into yeast expression vector on the 
upstream region of invertase gene which signal peptide is deleted and the library 
was transformed. 

Detailed description of each step is as follows: 
(1) mRNA is isolated from mammalian organs and cell lines stimulate them with 
appropriate stimulator if necessary) by known methods (Molecular Cloning(Sambrook, 
J., Fritsch, E, F. and Maniatis, T., Cold Spring Harbor Laboratory Press, 1989) 
or Current Protocol in Molecular Biology (F. M. Ausubel et al, John Wiley & Sons, 
Inc.) if not remark especially). 

HAS303 (human bone marrow stromal cell line: provide from Professor 
Keisuke Sotoyama, Dr. Makoto Aizawa of Tokyo Medical College, 1st medicine; see 
J. Cell. Physiol., 148, 245-251, 1991 and Experimental Hematol., 22, 482-487, 1994) 
andHUVEC (human umbilical vein cord endothelial cell: ATCC No. CRL-1730)are chosen 
as a tissue source. Double-strand cDNA synthesis using random primer is performed 
by known methods. 

Any sites may be used as restriction endonuclease recognition site I which 
is linked to adapter and restriction endonuclease recognition site II which is used 
in step (2), if both sites are different each other. Preferably, EcoRI is used 
as enzyme I and Xhol as enzyme II. 

In step (2), cDNA is created blunt-ends with T4 DNA polymerase, ligated 
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enzyme II adapter and digested with enzyme L Fragment cDNA is analyzed with 
agarose-gel electrophoresis (AGE) and is selected cDNA fraction ranging in size 
from 300 to 800 bp. As mentioned above, any enzyme may be used as enzyme II if 
it is not same the enzyme I. 

In step (3), cDNA fragment obtained in step (2) is inserted into yeast 
expression vector on the upstream region of invertase gene which signal peptide 
is deleted. E. coli transformed with the expression vector. Many vectors are 
known as yeast expression plasmid vector. For example, YEp24 is also functioned 
in E. Coli. Preferably pSUC2 as described above is used. 

Many host E. Coli strains are known for transformation, preferably DHIOB 
competent cell is used. Any known transformation method is available, preferably 
it is performed by electropolation method. Transformant is cultured by 
conventional methods to obtain cDNA library for yeast SST method. 

However not every All of the clones do not contain cDNA fragment. Further 
all of the gene fragments do not encode unknown signal peptides. It is therefore 
necessary to screen a gene fragment encoding for an unknown signal peptide from 
the library. 

Therefore, screening of fragments containing a sequence encoding an 
appropriate signal peptide is performed by transformation of the cDNA library into 
Saccharomyces cerevisiae (e.g. YT455 strain) which lack invertase (it may be 
prepared by known methods. ). Transformation of yeast is performed by known methods, 
e.g. lithium acetate method. Transformant is cultured in a selective medium, then 
transferred to a medium containing raff inose as a carbon source. Survival colonies 
are selected and then prepared plasmid. Survival colonies on a raff i nose-medium 
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indicates that some signal peptide of secretory protein was inserted to this clone. 

Isolated positive clones is determined the nucleotide sequence. As to a 
cDNA encodes unknown protein, full-length clone may be isolated by using cDNA 
fragment as a probe and then determined to obtain full-length nucleotide sequence. 
These manipulation is performed by known methods. 

Once the nucleotide sequences shown in SEQ ID NO. 2, 3, 6 or 7 are determined 
partial ly or preferably fully, it is possible to obtain DNA encode mammalian protein 
itself, homologue or subset. cDNA library or mRNA derived from mammals was 
screened by PGR with any synthesized oligonucleotide primers or by hybridization 
with any fragment as a probe. It is possible to obtain DNA encodes other mammalian 
homologue protein from other mammalian cDNA or genome library. 

If a cDNA obtained above contains a nucleotide sequence of cDNA fragment 
obtained by SST (or consensus sequence thereof), it will be thought that the cDNA 
encodes signal peptide. So it is clear that thecDNA will be full- length or almost 
full. (All signal sequences exist at N-termini of a protein and are encoded at 
5'-temini of open reading frame of cDNA.) 

The confirmation may be carried out by Northern analysis with the said 
cDNA as a probe. It is thought that the cDNA is almost complete length, if length 
of the cDNA is almost the same length of the mRNA obtained in the hybridizing band. 

Once the nucleotide sequences shown in SEQ ID NOs. 2, 3, 6 or 7 are 
determined, DNAs of the invention are obtained by chemical synthesis, or by 
hybr i d i zat i on mak i ng use of nuc 1 eot i de f ragments wh i ch are chem i cal ly syn thes i zed 
as a probe. Furthermore, DNAs of the invention are obtained in desired amount by 
transforming a vector that contains the DNA into a proper host, and culturing the 
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transformant. 

The polypeptides of the invention may be prepared by: 

(1) isolating and purifying from an organism or a cultured cell, 

(2) chemically synthesizing, or 

(3) using recombinant DNA technology, 

preferably, by the method described in (3) in an industrial production. 

Examples of expression system (host-vector system) for producing a 
polypeptide by using recombinant DNA technology are the expression systems of 
bacteria, yeast, insect cells and mammalian cells. 

In the expression of the polypeptide, for example, in E, Coli, the 
expression vector is prepared by adding the initiation codon (ATG) to 5' end of 
a DNA encoding mature peptide, connecting the DNA thus obtained to the downstream 
of a proper promoter (e.g. , trp promoter, lac promoter, X PL promoter, T7 promoter 
etc.), and then inserting it into a vector (e.g., pBR322, pUC18, pUC19 etc.) which 
functions in an E. coli strain. 

Then, an E. coli strain (e.g., E. coli DHl strain, E. coli JM109 strain, 
E. coli HBlOl strain, etc.) which is transformed with the expression vector 
described above may be cultured in a appropriate medium to obtain the desired 
polypeptide. When a signal peptide of bacteria (e.g., signal peptide of pel B) 
is utilized, the desired polypeptide may be also released in periplasm. 
Furthermore, a fusion protein with other polypeptide may be also produced easily. 

In the expression of the polypeptide, for example, in a mammalian cells, 
for example, the expression vector is prepared by inserting the DNA encoding 
nucleotide shown in SEQ ID NO. 3 or 7 into the downstream of a proper promoter (e.g. , 
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SV40 promoter, LTR promoter, metal lothionein promoter etc.) in a proper vector 
(e.g., retrovirus vector, papilloma virus vector, vaccinia virus vector, SV40 
vector, etc. ). A proper mammal i an cell (e.g., monkey COS-7 cell, Chinese hamster 
CHOcell, mouse L cell etc.) is transformed with the expression vector thus obtained, 
and then the transformant is cultured in a proper medium to get a desired polypeptide 
on the eel 1 membrane. A vector described above can be inserted with deletion mutant 
DNA that encodes sequence, which is deleted transmembrane region from SEQ ID NOs. 
3 or 7 and the expression vector can be transfected into an appropriate mammalian 
cell. The aimed soluble protein can be secreted into the culture medium. The 
polypeptide available by the way described above can be isolated and purified by 
conventional biochemical method. 

Effect of the Invention 

The polypeptide 0AF065s of the invention show significant homology with 
a series of proteins which belong to TNF receptor family. Proteins, which belong 
to TNF receptor family, are type-1 membrane protein which have 3 to 6 repeated 
structure containing 6 Cys residues in the extracellular domain. It has been 
apparent that the proteins are related to proliferation, differentiation cell death 
of various cells by the interaction with ligand thereof (Craig A. Smith et. al.. 
Cell, 76, 959-962, 1994) . 

For instance. Neuronal growth factor (NGF) receptor / NGF are essential 
for keeping several kinds of neuronal cells surviving, allowing neuronal tubes to 
elongate and promoting to make neuronal transmitters (Chao M.V., J. Neurobiol., 
25, 1373-1385, 1994) . Fas/FasL is essential for maintaining homeostasis in vivo, 
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such as destruction of cancer cells and removal of auto-reactive lymphocytes via 
its apoptos is- inducing activity, and also relates to CD4-positive T cell reduction 
in AIDS, fulminant hepatitis, graft versus host disease (GVHD) after 
transplantation and the onset of various autoimmune diseases (Nagata S. et. aL, 
Science, 267, 1449-1456, 1995). CD40/CD40L is essential for activating B cells 
(acceleration of growth and antibody production) via T/B cell interaction 
(Banchereau J. et. ah, Annu. Rev. Immunol., 12, 881-922, 1994). TNF receptor/TNF 
and lymphotoxin (LT) receptor/LT have activities, such as growth, activation and 
differentiation induction of various immune and hematopoietic cells, cytotoxicity 
and growth inhibition of tumor cells, growth and activation of various connective 
tissues (e.g., endothelial cells, fibroblasts, osteoblasts, etc.) and viral growth 
inhibition, and are also essential for the morphology or organ formation of lymphoid 
tissue (Ware C.F. et al., Curr. Topics Microbiol. Immunol., 198, 175-218, 1995). 

Since repetitive structures of Cys are present at three points in the 
extracellular domain of the polypeptide of the invention, it is obvious that this 
is a novel protein belonging to the TNF receptor family and exerts its activity 
via a ligand belonging to a known or unknown TNF family. In consequence, it is 
considered that the polypeptide of the invention will show biological activities 
concerning differentiation, proliferation, growth, survival or cell death of 
hematopoietic, immune and nerve system cells, concerning immune system functions, 
concerning proliferation and growth of tumor, concerning inflammations, concerning 
bone metabolism. 

The polypeptide of the invention is suspected to have following functions 
by itself or interaction with its ligands or receptors or association with other 
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molecules. For example, proliferation or cell death of B cells, T cells and/or 
mast cells or class specific induction of B cells by promotion of class switch of 
immunoglobulin genes; differentiation of B cells to antibody- forming cells; 
proliferation, differentiation, or cell death of precursors of granulocytes; 
proliferation, differentiation, or cell death of precursors of monocytes- 
macrophages; proliferation, of up regulation or cell death of neutrophils, 
monocytes-macrophages, eosinophils and/or basophils; proliferation, or cell death 
of precursors of megakaryocytes; proliferation, differentiation, or cell death of 
precursors of neutrophils; proliferation, differentiation, or cell death of 
precursors of T cells and B cells; promotion of production of erythrocytes; 
sustainment of proliferation of erythrocytes, neutrophils, eosinophils, basophils, 
monocytes-macrophages, mast cells, precursors of megakaryocyte ; promotion of 
migration of neutrophils, monocytes-macrophages, B cells and/or T cells; 
proliferation or cell death of thymocytes; suppression of differentiation of 
adipocytes; proliferation or cell death of natural killer cells; proliferation 
or cell death of hematopoietic stem cells; suppression of proliferation of stem 
cells and each hematopoietic precursor cells; promotion of differentiation from 
mesenchymal stem cells to osteoblasts or chondrocytes, proliferation or cell death 
of mesenchymal stem cells, osteoblasts or chondrocytes and promotion of bone 
absorption by activation of osteoclasts and promotion of differentiation from 
monocytes to osteoclasts. 

This peptide is also suspected to function to nervous system, so expected 
to have functions below; differentiation to kinds of neurotransmitter-responsive 
neurons, survival or cell death of these cells; promotion of proliferation or cell 
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death of glial cells; spread of neural dendrites; survival or cell death of 
gangriocytes; proliferation, promotion of differentiation, or cell death of 
astrocytes; proliferation or survival of peripheral neurons; proliferation or cell 
death of Schwann cells; proliferation, survival or cell death of motoneurons. 

Furthermore, in the process of development of early embryonic, this 
polypeptide is expected to promote or inhibit the organogenesis of epidermis, brain, 
backbone, and nervous system by induction of ectoderm, that of notochord connective 
tissues(bone, muscle, tendon), hemocytes, heart, kidney, and genital organs by 
induction of mesoderm, and that of digestive apparatus (stomach, intestine, liver, 
pancreas), respiratory apparatus (lung, trachea) by induction of endoderm. In adult, 
also, this polypeptide is thought to proliferate or inhibit the above organs. 

It is known that many family of TNF receptor are expressed as soluble 
recptor in living body. It also known that soluble receptor inhibits its ligand 
by binding and trapping. So extracellular domain peptide of the invention itself 
works as an inhibitor is obvious. 

Therefore, this polypeptide itself is expected to be used as an agent for 
the prevention or treatment of disease of progression or suppression of immune, 
nervous, or bone metabolic function, hypoplasia or overgrowth of hematopoietic 
cells: inflammatory disease (rheumatism, ulcerative colitis, etc.), decrease of 
hematopoietic stem eel Is after bone marrow transplantation, decrease of leukocytes, 
platelets, B-cells, or T-cells after radiation exposure or chemotherapeutic dosage 
against cancer or leukemia, anemia, infectious disease, cancer, leukemia, AIDS, 
bone metabolic disease (osteoporosis etc.), various degenerative disease 
(Alzheimer* s disease, multiple sclerosis, etc.), or nervous lesion. 



21 



In addition, since this polypeptide is thought to induce the 
differentiation or growth of organs derived from ectoderm, mesoderm, and endoderm, 
this polypeptide is expected to be an agent for tissue repair (epidermis, bone, 
muscle, tendon, heart, kidney, stomach, intestine, liver, pancreas, lung, and 
trachea, etc.). 

Quantitation of the polypeptide of the invention in the body can be 
performed using polyclonal or monoclonal antibodies against the polypeptide of the 
invention. It can be used the study of relationship between this polypeptide and 
disease or diagnosis of disease, and so on. Polyclonal and monoclonal antibodies 
can be prepared using this polypeptide or its fragment as an antigen by conventional 
methods. 

Identification, purification or molecular cloning of known or unknown 
proteins which bind the polypeptide of the invention (preferably polypeptide of 
extracellular domain) can be performed using the polypeptide of the invention by, 
for example, preparation of the affinity-column. 

Identification of the downstream signal transmission molecules which 
interact with the polypeptide of the invention in cytoplasma and molecular cloning 
of the gene can be performed: 

by west-western method using the polypeptide of the invention (preferably 
polypeptide of transmembrane region or intracellular domain) or 
by yeast two-hybrid system using the cDNA (preferably cDNA encoding transmembrane 
region or cytoplasmic domain of the polypeptide). 

Agonists/antagonists of this receptor polypeptide and inhibitors between 
receptor and signal transduction molecules can be screened using the polypeptide 



22 



m - 



of the invention. 

cDNAs of the invention are useful not only the important and essential 
template for the production of the polypeptide of the invention which is expected 
to be largely useful, but also be useful for diagnosis or therapy (for example, 
treatment of gene lacking, treatment to stop the expression of the polypeptide by 
antisense DNA (RNA)). Genomic DNA may be isolated with the cDNA of the invention, 
as a probe. As the same manner, a human gene encoding which can be highly homologous 
to the cDNAof the invention, that is, which encodes a polypeptide highly homologous 
to the polypeptide of the invention and a gene of animals excluding mouse which 
can be highly homologous to the cDNA of the invention, also may be isolated. 

Application to Medicaments 

The polypeptide of the invention or the antibody specific for the 
polypeptide of the invention is administered systemically or topically and in 
general orally or parenteral ly for preventing or treating diseases related to 
incomplete growth or abnormal growth of hematopoietic system cells, acceleration 
or reduction of nerve system functions or acceleration or reduction of immune system 
functions, such as inflammatory diseases (e.g., rheumatoid, ulcerative colitis, 
etc.), cytopenia of hematopoietic stem cells after bone marrow transplantation, 
cytopenia of leukocytes, platelets, B cells or T cells after radiation treatment 
or after administration of a chemotherapeutic agent, anemia, infectious diseases, 
cancer, leukemia, AIDS, and various degenerative diseases (e.g., Alzheimer's 
disease, multiple sclerosis, etc.), or nerve damage, for preventing or treating 
metabolic disorder of bones (e.g., osteoporosis, etc.), or for repairing tissues. 
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Oral administration, intravenous injection and intraventricular administration 
are preferred. 

The doses to be administered depend upon age, body weight, symptom, desired 
therapeutic effect, route of administration, and duration of the treatment etc. 
In human adults, one dose per person is generally between 100 \ig and 100 mg, by 
oral administration, up to several times per day, and between 10 \xg and 100 mg, 
by parenteral administration up to several times per day. 

As mentioned above, the doses to be used depend upon various conditions. 
Therefore, there are cases in which doses lower than or greater than the ranges 
specified above may be used. 

The compounds of the invention, maybe administered as solid compositions, 
liquid compositions or other compositions for oral administration, as injections, 
liniments or suppositories etc. for parenteral administration. 

Solid compositions for oral administration include compressed tablets, 
pills, capsules, dispersible powders, granules. Capsules include soft or hard 
capsules. 

In such compositions, one or more of the active compound(s) is or are 
admixed with at least one inert diluent (such as lactose, mannitol, glucose, 
hydroxypropyl cellulose, microcrystalline cellulose, starch, 
polyvinylpyrrolidone, magnesium metasilicate aluminate, etc. ). The compositions 
may also comprise, as is normal practice, additional substances other than inert 
diluents: e.g. lubricating agents (such as magnesium stearate etc.), 
disintegrating agents (such as cellulose calcium glycolate, etc.), stabilizing 
agents (such as human serum albumin, lactose etc.), and assisting agents for 
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dissolving (such as arginine, asparaginic acid etc). 

The tablets or pills may, if desired, be coated with a film of gastric or 
enteric materials (such as sugar, gelatin, hydroxypropyl cellulose or 
hydroxypropylmethyl cellulose phthalate, etc.), or be coated with more than two 
films. And then, coating may include containment within capsules of absorbable 
materials such as gelatin. 

Liquid compositions for oral administration include pharmaceutical ly- 
acceptable emulsions, solutions, syrups and elixirs. In such compositions, one 
or more of the active compound(s) is or are contained in inert diluent(s) commonly 
used (purified water, ethanol etc.). Besides inert diluents, such compositions 
may also comprise adjuvants (such as wetting agents, suspending agents, etc.), 
sweetening agents, flavoring agents, perfuming agents, and preserving agents. 

Other compositions for oral administration include spray compositions 
which may be prepared by known methods and which comprise one or more of the active 
compound(s). Spray compositions may comprise additional substances other than 
inert diluents: e.g. stabi lizing agents (sodium sulfite etc. ), isotonic buffer 
(sodium chloride, sodium citrate, citric acid, etc.). For preparation of such 
spray compositions, for example, the method described in the United States Patent 
No. 2,868,691 or 3,095,355 (herein incorporated in their entireties by reference) 
may be used. 

Injections for parenteral administration include sterile aqueous or 
non- aqueous solutions, suspensions and emulsions. In such compositions, one or 
more active compound(s) is or are admixed with at least one inert aqueous diluent(s) 
(distilled water fori injection, physiological salt solution, etc.) or inert 
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non-aqueous diluents(s)(propylene glycol, polyethylene glycol, olive oil, ethanol, 
POLYSOLBATE 80 TM , etc.). 

Injections may comprise additional compound other than inert diluents: 
e.g. preserving agents, wetting agents, emulsifying agents, dispersing agents, 
stabilizing agent (such as human serum albumin, lactose, etc.), and assisting 
agents such as assisting agents for dissolving (arginine, asparaginic acid, 
etc. ). 

Examples 

The invention are illustrated by the following examples, but not limit the 
invention. 
Example 

Total RNA was prepared from human bone marrow stromal cell line HAS303 
(provided from Professor Keisuke Sotoyama, Dr. Makoto Aizawa, first medicine, Tokyo 
Medical College; See J. Cell. Physiol., 148 : 245-251 (1991) and Experimental 
HematoL, 22 : 482-487(1994)) by TRIzol reagent (Trade Mark, GIBCOBRL). 
Poly(A)RNA was purified from the total RNA by mRNA purification kit (commercial 
name, Pharmacia). 

Double strand cDNA was synthesized by Superscript Plasmid System for cDNA 
Synthesis and Plasmid Cloning (brand name, GIBCOBRL) with above poly(A)RNA as 
template and random 9mer as primer which was containing Xhol site: 
SEQ ID NO. 9 

5' -CGA TTG AAT TCT AGA CCT GCC TCG AGN NNN NNN NN-3' 
cDNA was 1 igated EcoRI adapter by DNA 1 igation kit ver.2 (trade name, Takara 
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Shuzo; this kit was used in all ligating steps hereafter.) and digested by Xhol. 
cDNAs were separated by agarose-gel electrophoresis. 300 - 800 bp cDNAs were 
isolated and were ligated to EcoRI/NotI site of pSUC2 (see US 5,536,637). E. Coli 
DHIOB strain were transformed by pSUC2 with electropolation to obtain yeast SST 
cDNA library. 

Plasmids of the cDNA library were prepared. Yeast YTK12 strain were 
transformed by the plasmids with lithium acetate method (Current Protocols In 
Molecular Biology 13.7.1). The transformed yeast were plated on triptphan-free 
medium (CMD-Try medium) for selection. The plate was incubated for 48 hour at 30 
"C. Replica of the colony which is obtained by Accutran Replica Plater (tradename, 
Schleicher & Schuell) were place YPR plate containing raffinose for carbon source, 
and the plate was incubated for 14 days at 30 °C. 

After 3 days, each colony appeared was streaked on YPR plate again. The 
plates were incubated for 48 hours at 30 'C. Single colony was inoculated to YPR 
medium and was incubated for 48 hours at 30 'C. Then plasmids were prepared. 
Insert cDNA was amplified by PGR with two kind primers which exist end side of 
cloning site on pSUC2 (sense strand primers were biotinylated). Biotinylated 
single strand of cDNAs were purified with Dynabeads (trade name, DYNAL) and 
determined the nucleotide sequences. 

Sequencing was performed by Dye Terminator Cycle Sequencing Ready Reaction 
with DNA Sequencing kit (trade name. Applied Biosystems Inc.) and sequence was 
determined by DNA sequencer 373 (Applied Biosystems Inc.). All sequencing 
hereafter was carried with this method. 

The clone named 0AF065 is not registered on databases by homology search 
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of nucleotide sequence and deduced amino acid sequence and so it is cleared that 
the sequence is novel one. We confirmed that 0AF065 contains signal peptide in 
view of function and structure, by comparison with known peptide which has signal 
peptide and deduced amino acid sequence. Full length cDNA of OAF065 was isolated 
by 3'-RACE(Rapid Amplification of cDNA End), Marathon cDNA Amplification 
Kit( trade name, Clontech) was used in 3' -RACE. 

Adaptor- ligated double stranded cDNA was prepared from poly(A)RNA of 
HAS303 in line with the method of the kit. 0AF065 specific primer F3 (28mer): 
SEQ ID NO. 10 

5* -AGA AAG ATG GCT TTA AAA GTG CTA CTA G-3* 
which included a deduced initiation ATG coden region based on the information of 
nucleotide sequence by SST was prepared. PGR was performed with the said primer 
and adapter primer attached in the kit. Two kinds of cDNAs (4.0 kb and 1.5 kb) 
were amlif ied and 4.0 kb-cDNA was named OAF065a and 1.5 kb-cDNA was named 0AF065a. 

Two kinds cDNAs were separated with agarose-gel electrophoresis, and to 
pT7 Blue-2 T-Vector (trade name, Novagen), ligated in and transformed to E. Coli 
DH5a and then plasmid was prepared. Nucleotide sequences of 5' -end were 
determined, and the existance of nucleotide sequence 0AF065 specific primer F3 were 
confirmed in both nucleotide sequences. 5' -End nucleotide sequence (ca 1,7 kb) 
of 0AF065a and full length nucleotide sequence of 0AF065a were determined and then 
obtained sequences shown in SEQ ID NOs 3 and 7. Open reading frame was searched 
and deduced amino acid sequences shown in SEQ ID NO. 1 and 5 were obtained. 

Compared with the nucleotide sequences of 0AF065a and 0AF065p, nucletide 
sequences from 1 to 1290 base were completely same, but sequences downstream from 
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1291 base had no homology each other. Compared with amino acid sequences of 
0AF065a and OAF065p, amino acids from 1 to 415 in N-termini were* completely same, 
only two amino acids in C-termini of 0AF065a were replaced to 8 amino acids (Val 
Arg Gin Arg Leu Gly Ser Leu) in the sequence of OAF065a. It was revealed that 
0AF065a and 0AF065p were novel type-I membrane proteins by hydrophobisity analysis 
and that the extracellular region and the transmembrane region of both sequences 
were consistant. 

The polypeptide 0AF065a and 0AF065p of the invention are not known one, 
when amino acid sequences of the polypeptide was compared by a computer to all known 
sequences in data base of Swiss Prot Release 33. Extracellular Cys rich region 
which commonly exists in the TNF receptor family was identf led in the polypeptide 
of the invention. 

That is, compared with amino acid sequences of the polypeptide of the 
invention (0AF065s) and other members of TNF receptor family i.e. human necrosis 
factor receptor 1 (hTNFRl), human necrosis factor receptor 2 (hTNFR2), human nerve 
growth factor receptor (hNGFR), and human Fas (hFas), it was revealed that the 
polypeptides (0AF065s) of the invention are type-1 membrane protein and they have 
extracellular Cys rich region which commonly exists in the TNF (Tumor necrosis 
factor) receptor family in Fig. 1. 

Therefore, it was confirmed that the polypeptides OAF065(x and 0AF065p of 
the invention are novel membrane proteins which belong to the TNF receptor fami ly. 
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SEQUENCE LIST 

SEQ ID NO. : 1 

Length: 417 amino acid 

Type: amino acid 

Topology: linear 

Molecule type: protein 

Sequence 

Met Ala Leu Lys Val Leu Leu Glu Gin Glu Lys Thr Phe Phe Thr Leu 

15 10 15 

Leu Val Leu Leu Gly Tyr Leu Ser Cys Lys Val Thr Cys Glu Thr Gly 

20 25 30 

Asp Cys Arg Gin Gin Glu Phe Arg Asp Arg Ser Gly Asn Cys Val Pro 

35 40 45 

Cys Asn Gin Cys Gly Pro Gly Met Glu Leu Ser Lys Glu Cys Gly Phe 

50 55 60 

Gly Tyr Gly Glu Asp Ala Gin Cys Val Thr Cys Arg Leu His Arg Phe 
65 70 75 80 

Lys Glu Asp Trp Gly Phe Gin Lys Cys Lys Pro Cys Leu Asp Cys Ala 

85 90 95 

Val Val Asn Arg Phe Gin Lys Ala Asn Cys Ser Ala Thr Ser Asp Ala 

100 105 110 

He Cys Gly Asp Cys Leu Pro Gly Phe Tyr Arg Lys Thr Lys Leu Val 

115 120 125 

Gly Phe Gin Asp Met Glu Cys Val Pro Cys Gly Asp Pro Pro Pro Pro 
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130 135 140 

Tyr Glu Pro His Cys Ala Ser Lys Val Asn Leu Val Lys lie Ala Ser 
145 150 155 160 

Thr Ala Ser Ser Pro Arg Asp Thr Ala Leu Ala Ala Val He Cys Ser 

165 170 175 

Ala Leu Ala Thr Val Leu Leu Ala Leu Leu He Leu Cys Val He Tyr 

180 185 190 

Cys Lys Arg Gin Phe Met Glu Lys Lys Pro Ser Trp Ser Leu Arg Ser 

195 200 205 

Gin Asp He Gin Tyr Asn Gly Ser Glu Leu Ser Cys Leu Asp Pro Arg 

210 215 220 

Gin Leu His Glu Tyr Ala His Arg Ala Cys Cys Gin Cys Arg Arg Asp 
225 230 235 240 

Ser Val Gin Thr Cys Gly Pro Val Arg Leu Leu Pro Ser Met Cys Cys 

245 250 255 

Glu Glu Ala Cys Ser Pro Asn Pro Ala Thr Leu Gly Cys Gly Val His 

260 265 270 

Ser Ala Ala Ser Leu Gin Ala Arg Asn Ala Gly Pro Ala Gly Glu Met 

275 280 285 

Val Pro Thr Phe Phe Gly Ser Leu Thr Gin Ser He Cys Gly Glu Phe 

290 295 300 

Ser Asp Ala Trp Pro Leu Met Gin Asn Pro Met Gly Gly Asp Asn He 
305 310 315 320 

Ser Phe Cys Asp Ser Tyr Pro Glu Leu Thr Gly Glu Asp He His Ser 
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325 330 335 

Leu Asn Pro Glu Leu Glu Ser Ser Thr Ser Leu Asp Ser Asn Ser Ser 

340 345 350 

Gin Asp Leu Val Gly Gly Ala Val Pro Val Gin Ser His Ser Glu Asn 
355 360 365 

Phe Thr Ala Ala Thr Asp Leu Ser Arg Tyr Asn Asn Thr Leu Val Glu 

370 375 380 

Ser Ala Ser Thr Gin Asp Ala Leu Thr Met Arg Ser Gin Leu Asp Gin 
385 390 395 400 

Glu Ser Gly Ala He He His Pro Ala Thr Gin Thr Ser Leu Gin Glu 
405 410 415 

Ala 

SEQ ID NO. : 2 

Length: 1269 base pairs 

Type: nucleic acid 

Strandness: single 

Topology: linear 

Molecule type: cDNA to mRNA 

Sequence 

ATGGCTTTAA AAGTGCTACT AGAACAAGAG AAAACGTTTT TCACTCTTTT AGTATTACTA 60 
GGCTATTTGT CATGTAAAGT GACTTGTGAA ACAGGAGACT GTAGACAGCA AGAATTCAGG 120 
GATCGGTCTG GAAACTGTGT TCCCTGCAAC CAGTGTGGGC CAGGCATGGA GTTGTCTAAG 180 
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GAATGTGGCT 


TCGGCTATGG 


GGAGGATGCA 


AAGGAG6ACT 


GG6GCTTCCA 


GAAATGCAAG 


TTTCAGAAGG 


CAAATTGTTC 


AGCCACCAGT 


TTTTATAGGA 


AGACGAAACT 


TGTCGGCTTT 


CCTCCTCCTC 


CTTACGAACC 


GCACTGTGCC 


ACGGCCTCCA 


GCCCACGGGA 


CACGGCGCTG 


GTCCTGCTGG 


CCCTGCTCAT 


CCTCTGTGTC 


AAACCCAGCT 


GGTCTCTGCG 


GTCACAG6AC 


CTTGACAGAC 


CTCAGCTCCA 


CGAATATGCC 


TCAGTGCAGA 


CCTGCGGGCC 


GGTGCGCTTG 


AGCCCCAACC 


CGGCGACTCT 


TGGTTGTGGG 


AACGCAGGCC 


CAGCCGGGGA 


GATGGTGCCG 


TGTGGCGAGT 


TTTCAGATGC 


CTGGCCTCTG 


TCTTTTTGTG 


ACTCTTATCC 


TGAACTCACT 


CTTGAAAGCT 


CAACGTCTTT 


GGATTCAAAT 


CCAGTCCAGT 


CTCATTCTGA 


AAACTTTACA 


ACACTGGTAG 


AATCAGCATC 


AACTCAGGAT 


GAGAGTGGCG 


CTATCATCCA 


CCCAGCCACT 


GGTTCCCTG 






SEQ ID NO.: 


3 




length: 


1704 base pairs 


Type: 


nucleic acid 


Strandness: 


single 





CAGTGTGTGA CGTGCCGGCT GCACAGGHC 240 
CCCTGTCTGG ACTGCGCAGT GGTGAACCGC 300 
GATGCCATCT GCGGGGACTG CTTGCCAGGA 360 
CAAGACATGG AGTGTGTGCC TTGTGGAGAC 420 
AGCAAGGTCA ACCTCGTGAA GATCGCGTCC 480 
GCTGCCGTTA TCTGCAGCGC TCTGGCCACC 540 
ATCTATTGTA AGAGACAGTT TATGGAGAAG 600 
ATTCAGTACA ACGGCTCTGA GCTGTCGTGT 660 
CACAGAGCCT GCTGCCAGTG CCGCCGTGAC 720 
CTCCCATCCA TGTGCTGTGA GGAGGCCTGC 780 
GTGCATTCTG CAGCCAGTCT TCAGGCAAGA 840 
ACTTTCTTCG GATCCCTCAC GCAGTCCATC 900 
ATGCAGAATC CCATGGGTGG TGACAACATC 960 
GGAGAAGACA TTCATTCTCT CAATCCAGAA 1020 
AGCAGTCAAG ATTTGGTTGG TGGGGCTGTT 1080 
GCAGCTACTG ATTTATCTAG ATATAACAAC 1140 
GCACTAACTA TGAGAAGCCA GCTAGATCAG 1200 
CAGACGTCCC TCCAGGTAAG GCAGCGACTG 1260 

1269 
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Topology: linear 
Molecule type: cDNA to mRNA 
Sequence 

GGGAACGTAG AACTCTCCAA CAATAAATAC 
TACTAGAACA AGAGAAAACG TTTTTCACTC 
AAGTGACTTG TGAAACAGGA GACTGTAGAC 
GTGTTCCCTG CAACCAGTGT GGGCCAGGCA 
ATGGGGAGGA TGCACAGTGT GTGACGTGCC 
TCCAGAAATG CAAGCCCTGT CTGGACTGCG 
GTTCAGCCAC CAGTGATGCC ATCTGCGGGG 
AACTTGTCGG CTTTCAAGAC ATGGAGT6TG 
AACCGCACTG TGCCAGCAAG GTCAACCTCG 
GGGACACGGC GCTGGCTGCC GTTATCTGCA 
TCATCCTCTG TGTCATCTAT TGTAAGAGAC 
TGCGGTCACA GGACATTCAG TACAACGGCT 
TCCACGAATA TGCCCACAGA GCCTGCTGCC 
GGCCGGTGCG CTTGCTCCCA TCCATGTGCT 
CTCTTGGTTG TGGG6TGCAT TCTGCAGCCA 
GGGAGATGGT GCCGACTTTC TTCGGATCCC 
ATGCCTGGCC TCTGATGCAG AATCCCATGG 
ATCCTGAACT CACTGGAGAA GACATTCATT 
CTTTGGATTC AAATAGCAGT CAAGATTTGG 
CTGAAAACTT TACAGCAGCT ACTGATTTAT 
CATCAACTCA GGATGCACTA ACTATGAGAA 



ATTTGATAAG AAAGATGGCT TTAAAAGTGC 60 
TTTTAGTATT ACTAGGCTAT TTGTCATGTA 120 
AGCAAGAATT CAGGGATCGG TCTGGAAACT 180 
TGGAGTTGTC TAAGGAATGT GGCTTCGGCT 240 
GGCTGCACAG GHCAAGGAG GACTGGGGCT 300 
CAGTGGTGAA CCGCTTTCAG AAGGCAAATT 360 
ACTGCTTGCC AGGATTTTAT AGGAAGACGA 420 
TGCCTTGTGG AGACCCTCCT CCTCCTTACG 480 
TGAAGATCGC GTCCACGGCC TCCAGCCCAC 540 
GCGCTCTGGC CACCGTCCTG CTGGCCCTGC 600 
AGTTTATGGA GAAGAAACCC AGCTGGTCTC 660 
CTGAGCTGTC GTGTCTTGAC AGACCTCAGC 720 
AGTGCCGCCG TGACTCAGTG CAGACCTGCG 780 
GTGAGGAGGC CTGCAGCCCC AACCCGGCGA 840 
GTCTTCAGGC AAGAAACGCA GGCCCAGCCG 900 
TCACGCAGTC CATCTGTGGC GAGTTTTCAG 960 
GTGGTGACAA CATCTCTTTT TGTGACTCTT 1020 
CTCTCAATCC AGAACTTGAA AGCTCAACGT 1080 
TTGGTGGGGC TGHCCAGTC CAGTCTCATT 1140 
CTAGATATAA CAACACACTG GTAGAATCAG 1200 
GCCAGCTAGA TCAGGAGAGT GGCGCTATCA 1260 
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TCCACCCAGC CACTCAGACG TCCCTCCAGG AAGCTTAAAG AACCTGCTTC TTTCTGCAGT 1320 

AGAAGCGTGT GCTGGAACCC AAAGAGTACT CCTTTGTTAG GCTTATGGAC TGAGCAGTCT 1380 

GGACCTTGCA TGGCTTCTGG GGCAAAAATA AATCTGAACC AAACTGACGG CAHTGAAGC 1440 

CTTTCAGCCA GTTGCTTCTG AGCCAGACCA GCTGTAAGCT GAAACCTCAA TGAATAACAA 1500 

GAAAAGACTC CAGGCCGACT CATGATACTC TGCATCTTTC CTACATGAGA AGCTTCTCTG 1560 

CCACAAAAGT GACHCAAAG ACGGATGGGT TGAGCTGGCA GCCTATGAGA TTGTGGACAT 1620 

ATAACAAGAA ACAGAAATGC CCTCATGCTT ATTTTCATGG TGATTGTGGT TTTACAAGAC 1680 

TGAAGACCCA GAGTATACTT TTTC 1704 

SEQ ID NO. : 4 

Length: 1704 base pairs 

Type: nucleic acid 

Strandness: single 

Topology: linear 

Molecule type: cDNA to mRNA 
Original source: 

Organism: Homo Sapiens 

Cell line: HAS303 
Feature 

Name /Key: CDS 

Location: 45.. 1295 

Identification method: P 

Name /Key: sig peptide 

Location: 45.. 119 
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Identification method: S 
Name/Key: mat peptide 
Location: 120.. 1295 
Identification method: S 
Sequecne 

GGGAACGTAG AACTCTCCAA CAATAAATAC ATTTGATAAG AAAG ATG GCT TTA AAA 56 

Met Ala Leu Lys 
-25 

GTG CTA CTA GAA CAA GAG AAA ACG TTT TTC ACT CH TTA GTA TTA CTA 104 
Val Leu Leu Glu Gin Glu Lys Thr Phe Phe Thr Leu Leu Val Leu Leu 

-20 -15 -10 

GGC TAT TTG TCA TGT AAA GTG ACT TGT GAA ACA GGA GAC TGT AGA CAG 152 
Gly Tyr Leu Ser Cys Lys Val Thr Cys Glu Thr Gly Asp Cyc Arg Gin 
-5 1 5 10 

CAA GAA nC AGG GAT CGG TCT GGA AAC TGT GTT CCC TGC AAC CAG TGT 200 
Gin Glu Phe Arg Asp Arg Ser Gly Asn Cys Val Pro Cys Asn Gin Cys 

15 20 25 

GGG CCA GGC ATG GAG TTG TCT AAG GAA TGT GGC TTC GGC TAT GGG GAG 248 
Gly Pro Gly Met Glu Leu Ser Lys Glu Cys Gly Phe Gly Tyr Gly Glu 

30 35 40 

GAT GCA CAG TGT GTG ACG TGC CGG CTG CAC AGG TTC AAG GAG GAC TGG 296 
Asp Ala Gin Cys Val Thr Cys Arg Leu His Arg Phe Lys Glu Asp Trp 

45 50 55 

GGC nC CAG AAA TGC AAG CCC TGT CTG GAC TGC GCA GTG GTG AAC CGC 344 
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Gly Phe Gin Lys Cys 
60 

HT GAG AAG GCA AAT 
Phe Gin Lys Ala Asn 
80 

CCA GGA TTT 
Pro Gly Phe 
95 

TGT GTG CCT 
Cys Val Pro 
110 

AGC AAG 6TC 
Ser Lys Val 



TGC TTG 
Cys Leu 

ATG GAG 
Met Glu 

TGT GCC 
Cys Ala 
125 
CCA CGG 
Pro Arg 
140 

GTC CTG CTG GCC CTG 
Val Leu Leu Ala Leu 
160 

TTT ATG GAG AAG AAA 
Phe Met Glu Lys Lys 
175 

TAC AAC GGC TCT GAG 



GAC ACG GCG 
Asp Thr Ala 



Asp Cys Ala Val 
70 

AGT GAT GCC ATC 
Ser Asp Ala He 
85 

AAA Cn GTC GGC 
Lys Leu Val Gly 

CCT CCT CCT TAC 
Pro Pro Pro Tyr 
120 

ATC GCG TCC ACG 
lie Ala Ser Thr 
135 

ATC TGC AGC GCT 
He Cys Ser Ala 
150 

GTC ATC TAT TGT 
Val He Tyr Cys 
165 

CCC AGC TGG TCT CTG CGG TCA CAG 
Pro Ser Trp Ser Leu Arg Ser Gin 
180 

CTG TC6 TGT CTT GAC AGA CCT CAG 



Lys Pro Cys Leu 
65 

TGT TCA GCC ACC 
Cys Ser Ala Thr 

TAT AGG AAG ACG 
Tyr Arg Lys Thr 
100 

TGT GGA GAC CCT 
Cys Gly Asp Pro 
115 

AAC CTC GTG AAG 
Asn Leu Val Lys 
130 

CTG GCT GCC GH 
Leu Ala Ala Val 
145 

CTC ATC CTC TGT 
Leu He Leu Cys 



Val Asn Arg 
75 

TGC 6GG GAC 
Cys Gly Asp 
90 

TTT CAA GAC 
Phe Gin Asp 
105 

GAA CCG CAC 
Glu Pro His 

GCC TCC AGC 
Ala Ser Ser 

CTG GCC ACC 
Leu Ala Thr 
155 

AAG AGA CAG 
Lys Arg Gin 

170 
GAC ATT CAG 
Asp He Gin 
185 

CTC CAC GAA 



392 



440 



488 



536 



584 



632 



680 



728 
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Tyr Asn Gly Ser Glu Leu Ser Cys Leu Asp Rro Arg Gin Leu His Glu 

190 195 200 

TAT GCC CAC AGA GCC TGC TGC CAG TGC CGC CGT GAC TCA GT6 GAG ACC 776 
Tyr Ala His Arg Ala Cys Cys Gin Cys Arg Arg Asp Ser Val Gin Thr 

205 210 215 

TGC GGG CCG GTG CGC TTG CTC CCA TCC ATG TGC TGT GAG GAG GCC TGC 824 
Cys Gly Pro Val Arg Leu Leu Pro Ser Met Cys Cys Glu Glu Ala Cys 
220 225 230 235 

AGC CCC AAC CCG GC6 ACT CTT GGT TGT GGG GTG CAT TCT GCA GCC AGT 872 
Ser Pro Asn Pro Ala Thr Leu Gly Cys Gly Val His Ser Ala Ala Ser 

240 245 250 

CTT CAG GCA AGA AAC GCA GGC CCA GCC GGG GAG ATG GTG CCG ACT TTC 920 
Leu Gin Ala Arg Asn Ala Gly Pro Ala Gly Glu Met Val Pro Thr Phe 

255 260 265 

TTC GGA TCC CTC ACG CAG TCC ATC TGT GGC GAG TTT TCA GAT GCC TGG 968 
Phe Gly Ser Leu Thr Gin Ser lie Cys Gly Glu Phe Ser Asp Ala Trp 

270 275 280 

CCT CTG ATG CAG AAT CCC ATG GGT GGT GAC AAC ATC TCT TH TGT GAC 1016 
Pro Leu Met Gin Asn Pro Met Gly Gly Asp Asn He Ser Phe Cys Asp 

285 290 295 

TCT TAT CCT GAA CTC ACT GGA GAA GAC ATT CAT TCT CTC AAT CCA GAA 1064 
Ser Tyr Pro Glu Leu Thr Gly Glu Asp He His Ser Leu Asn Pro Glu 
300 305 310 315 

CTT GAA AGC TCA ACG TCT TTG GAT TCA AAT AGC AGT CAA GAT TTG GTT 1112 
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Leu Glu Ser Ser Thr Ser Leu Asp Ser Asn Ser Ser Gin Asp Leu Val 

320 325 330 

GGT GGG GCT GTT CCA 6TC CA6 TCT CAT TCT GAA AAC TTT ACA GCA GCT 1160 
Gly Gly Ala Val Pro Val Gin Ser His Ser Glu Asn Phe Thr Ala Ala 

335 340 345 

ACT GAT TTA TCT AGA TAT AAC AAC ACA CTG GTA GAA TCA GCA TCA ACT 1208 
Thr Asp Leu Ser Arg Tyr Asn Asn Thr Leu Val Glu Ser Ala Ser Thr 

350 355 360 

CAG GAT GCA CTA ACT AT6 AGA AGC CAG CTA GAT CAG GAG AGT GGC GCT 1256 
Gin Asp Ala Leu Thr Met Arg Ser Gin Leu Asp Gin Glu Ser Gly Ala 

365 370 375 

ATC ATC CAC CCA GCC ACT CAG ACG TCC CTC CAG GAA GCT TAAAGAACCT 1305 
He He His Pro Ala Thr Gin Thr Ser Leu Gin Glu Ala 
380 385 390 

GCTTCTTTCT GCAGTAGAAG CGTGTGCTGG AACCCAAAGA GTACTCCTTT GTTAGGCTTA 1365 
TGGACTGAGC AGTCTGGACC TTGCATGGCT TCTGGGGCAA AAATAAATCT GAACCAAACT 1425 
GACGGCATTT GAAGCCTHC AGCCAGTTGC TTCTGAGCCA GACCAGCTGT AAGCTGAAAC 1485 
CTCAATGAAT AACAAGAAAA GACTCCAGGC CGACTCATGA TACTCTGCAT CTTTCCTACA 1545 
TGAGAAGCTT CTCTGCCACA AAAGTGACTT CAAAGACGGA TGGGTTGAGC TGGCAGCCTA 1605 
TGAGATTGTG GACATATAAC AAGAAACAGA AATGCCCTCA TGCTTATHT CATGGTGATT 1665 
GTGGTTTTAC AAGACTGAAG ACCCAGAGTA TACTTTHC 1704 

SEQ ID NO. : 5 

Length: 423 amino acids 
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Type: amino acid 

Topology: linear 
Molecule type: protein 
Sequence 

Met Ala Leu Lys Val Leu Leu Glu Gin Glu Lys Thr Phe Phe Thr Leu 

1 5 ' 10 15 

Leu Val Leu Leu Gly Tyr Leu Ser Cys Lys Val Thr Cys Glu Thr Gly 

20 25 30 

Asp Cys Arg Gin Gin Glu Phe Arg Asp Arg Ser Gly Asn Cys Val Pro 

35 40 45 

Cys Asn Gin Cys Gly Pro Gly Met Glu Leu Ser Lys Glu Cys Gly Phe 

50 ' 55 60 

Gly Tyr Gly Glu Asp Ala Gin Cys Val Thr Cys Arg Leu His Arg Phe 
65 70 75 80 

Lys Glu Asp Trp Gly Phe Gin Lys Cys Lys Pro Cys Leu Asp Cys Ala 

85 90 95 

Val Val Asn Arg Phe Gin Lys Ala Asn Cys Ser Ala Thr Ser Asp Ala 

100 105 110 

He Cys Gly Asp Cys Leu Pro Gly Phe Tyr Arg Lys Thr Lys Leu Val 

115 120 125 

Gly Phe Gin Asp Met Glu Cys Val Pro Cys Gly Asp Pro Pro Pro Pro 

130 135 140 

Tyr Glu Pro His Cys Ala Ser Lys Val Asn Leu Val Lys He Ala Ser 
145 150 155 160 
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Thr Ala Ser Ser Pro Arg Asp Thr Ala Leu Ala Ala Val He Cys Ser 

165 170 175 

Ala Leu Ala Thr Val Leu Leu Ala Leu Leu He Leu Cys Val He Tyr 

180 185 190 

Cys Lys Arg Gin Phe Met Glu Lys Lys Pro Ser Trp Ser Leu Arg Ser 

195 200 205 

Gin Asp He Gin Tyr Asn Gly Ser Glu Leu Ser Cys Leu Asp Pro Arg 

210 215 220 

Gin Leu His Glu Tyr Ala His Arg Ala Cys Cys Gin Cys Arg Arg Asp 
225 230 235 240 

Ser Val Gin Thr Cys Gly Pro Val Arg Leu Leu Pro Ser Met Cys Cys 

245 250 255 

Glu Glu Ala Cys Ser Pro Asn Pro Ala Thr Leu Gly Cys Gly Val His 

260 265 270 

Ser Ala Ala Ser Leu Gin Ala Arg Asn Ala Gly Pro Ala Gly Glu Met 

275 280 285 

Val Pro Thr Phe Phe Gly Ser Leu Thr Gin Ser He Cys Gly Glu Phe 

290 295 300 

Ser Asp Ala Trp Pro Leu Met Gin Asn Pro Met Gly Gly Asp Asn He 
305 310 315 320 

Ser Phe Cys Asp Ser Tyr Pro Glu Leu Thr Gly Glu Asp He His Ser 

325 330 335 

Leu Asn Pro Glu Leu Glu Ser Ser Thr Ser Leu Asp Ser Asn Ser Ser 
340 345 350 
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Gin Asp Leu Val Gly Gly Ala Val Pro Val Gin Ser His Ser Glu Asn 
355 360 365 



Phe Thr Ala Ala Thr Asp Leu Ser Arg Tyr Asn Asn Thr Leu Val Glu 

370 375 380 

Ser Ala Ser Thr Gin Asp Ala Leu Thr Met Arg Ser Gin Leu Asp Gin 
385 390 395 400 

Glu Ser Gly Ala He He His Pro Ala Thr Gin Thr Ser Leu Gin Val 

405 410 415 

Arg Gin Arg Leu Gly Ser Leu 
420 



SEQ ID NO. : 6 

Length: 1269 base pairs 

Type: nucleic acid 

Strandness: single 

Topology: linear 

Molecule type: cDNA to mRNA 

Sequecne 



ATGGCTTTAA AAGTGCTACT AGAACAAGAG 


AAAACGTTTT TCACTCTm 


AGTATTACTA 


60 


GGCTATTTGT CATGTAAAGT GACTTGTGAA 


ACAGGAGACT GTAGACAGCA 


AGAATTCAGG 


120 


GATCGGTCTG GAAACTGTGT TCCCTGCAAC 


CAGTGTGGGC CAGGCATGGA 


GTTGTCTAAG 


180 


GAATGTGGCT TCGGCTATGG GGAGGATGCA 


CAGTGTGTGA CGTGCCGGCT 


GCACAGGHC 


240 


AAGGAGGACT GGGGCTTCCA GAAATGCAAG 


CCCTGTCTGG ACTGCGCAGT 


GGTGAACCGC 


300 
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TTTCAGAAGG 


CAAATTGTTC 


AGCCACCAGT 


TTTTATAGGA 


AGACGAAACT 


TGTCGGCTTT 


CCTCCTCCTC 


CTTACGAACC 


GCACTGTGCC 


ACGGCCTCCA 


GCCCACGGGA 


CACGGCGCTG 


GTCCTGCTGG 


CCCTGCTCAT 


CCTCTGT6TC 


AAACCCAGCT 


GGTCTCTGCG 


GTCACAGGAC 


CTTGACAGAC 


CTCAGCTCCA 


CGAATATGCC 


TCAGTGCAGA 


CCTGCGGGCC 


GGTGCGCTTG 


AGCCCCAACC 


CGGCGACTCT 


TGGTTGTGGG 


AACGCAGGCC 


CAGCCGGGGA 


GATGGTGCCG 


TGTGGCGAGT 


TTTCAGATGC 


CTGGCCTCTG 


TCTTTTTGTG 


ACTCTTATCC 


TGAACTCACT 


CTTGAAAGCT 


CAACGTCTTT 


GGATTCAAAT 


CCAGTCCAGT 


CTCATTCTGA 


AAACTTTACA 


ACACTGGTAG 


AATCAGCATC 


AACTCAGGAT 


GAGAGTGGCG 


CTATCATCCA 


CCCAGCCACT 


GGTTCCCTG 






SEQ ID NO. : 


7 




Length: 


1496 base pairs 


Type: 


nucleic acid 


Strandness : 


single 




Topology: 


1 inear 





Molecule type: cDNA to mRNA 



GATGCCATCT GCGGGGACTG CHGCCAGGA 360 
CAAGACATGG AGTGTGTGCC HGTGGAGAC 420 
AGCAAGGTCA ACCTCGTGAA GATCGCGTCC 480 
GCTGCCGTTA TCTGCAGCGC TCTGGCCACC 540 
ATCTATTGTA AGAGACAGTT TATGGAGAAG 600 
ATTCAGTACA ACGGCTCTGA GCTGTCGTGT 660 
CACAGAGCCT GCTGCCAGTG CCGCCGTGAC 720 
CTCCCATCCA TGTGCTGTGA GGAGGCCTGC 780 
GTGCATTCTG CAGCCAGTCT TCAGGCAAGA 840 
ACTTTCTTCG GATCCCTCAC GCAGTCCATC 900 
ATGCAGAATC CCATGGGTGG TGACAACATC 960 
GGA6AAGACA TTCATTCTCT CAATCCAGAA 1020 
AGCAGTCAAG AHTGGTTGG TGGGGCTGTT 1080 
GCAGCTACTG ATTTATCTAG ATATAACAAC 1140 
GCACTAACTA TGAGAAGCCA GCTAGATCAG 1200 
CAGACGTCCC TCCAGGTAAG GCAGCGACTG 1260 

1269 
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Sequence 

GGGAACGTAG AACTCTCCAA CAATAAATAC 
TACTAGAACA AGAGAAAACG TTTTTCACTC 
AAGTGACTTG TGAAACAGGA GACTGTAGAC 
GTGTTCCCTG CAACCAGT6T 6G6CCAGGCA 
ATGGGGAGGA TGCACAGT6T GTGACGTGCC 
TCCAGAAATG CAAGCCCTGT CTG6ACTGCG 
GTTCAGCCAC CAGTGATGCC ATCTGCGGGG 
AACTTGTCGG CHTCAAGAC ATGGAGTGTG 
AACCGCACTG TGCCAGCAAG GTCAACCTCG 
GGGACACGGC GCTGGCTGCC GTTATCTGCA 
TCATCCTCTG TGTCATCTAT TGTAAGAGAC 
TGCGGTCACA GGACATTCAG TACAACGGCT 
TCCACGAATA TGCCCACAGA GCCTGCTGCC 
GGCCGGTGCG CHGCTCCCA TCCATGTGCT 
CTCTTGGTTG TGGGGTGCAT TCTGCAGCCA 
GGGAGATGGT GCCGACTTTC TTCGGATCCC 
ATGCCTGGCC TCTGATGCAG AATCCCAT6G 
ATCCTGAACT CACTGGAGAA GACATTCATT 
CTTTGGATTC AAATAGCAGT CAAGATTTGG 
CTGAAAACTT TACAGCAGCT ACTGATTTAT 
CATCAACTCA GGATGCACTA ACTATGAGAA 
TCCACCCAGC CACTCAGACG TCCCTCCAGG 
AGCACTGACT TACAGTAGAT CAGAACTCTG 



ATTTGATAAG AAAGATGGCT TTAAAAGTGC 60 
TTTTAGTATT ACTAGGCTAT TTGTCATGTA 120 
AGCAA6AATT CAGGGATCGG TCT6GAAACT 180 
TGGAGTTGTC TAAGGAATGT GGCTTCGGCT 240 
GGCTGCACAG GTTCAAGGAG GACTGGGGCT 300 
CAGTGGTGAA CCGCTTTCAG AAGGCAAATT 360 
ACTGCTTGCC AGGATTTTAT AGGAAGACGA 420 
T6CCTTGTGG AGACCCTCCT CCTCCTTACG 480 
TGAAGATCGC GTCCACGGCC TCCAGCCCAC 540 
GCGCTCTGGC CACCGTCCTG CTG6CCCTGC 600 
AGTTTATGGA GAAGAAACCC AGCTGGTCTC 660 
CTGAGCTGTC GTGTCTTGAC AGACCTCAGC 720 
AGTGCCGCCG TGACTCAGTG CAGACCTGCG 780 
GTGAGGAGGC CTGCAGCCCC AACCCGGCGA 840 
GTCTTCAGGC AAGAAACGCA GGCCCAGCCG 900 
TCACGCAGTC CATCTGTGGC GAGTTTTCAG 960 
GTGGTGACAA CATCTCTHT TGTGACTCTT 1020 
CTCTCAATCC AGAACTTGAA AGCTCAAC6T 1080 
TTGGTGGGGC TGTTCCAGTC CAGTCTCATT 1140 
CTAGATATAA CAACACACTG GTAGAATCAG 1200 
GCCAGCTAGA TCAGGAGAGT GGCGCTATCA 1260 
TAAGGCAGCG ACTGGGTTCC CTGTGAACAC 1320 
TTCCCAGCAT AAGATTTGGG GGAACCTGAT 1380 
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GAGTTTTTTT TTTGCATCTT TAATAATTTC TTGTATGTTG TAGAGTATGT TTTAAAATAA 1440 
ATTTCAAGTA TTTTTTTTAA AAACTAAAAA AAAAAAAAAA AAAAAAAAAA AAAAAA 1496 



SEQ ID NO. : 8 
Length: 1496 base pairs 

Type: nucleic acid 

Strandness: single 
Topology: linear 
Molecule type: cDNA to mRNA 
Original source 

Organism: Homo Sapiens 

Cell line: HAS303 
Feature 

Name/Key: CDS 

Location: 45. . 1313 

Identification method: P 

Name/Key: sig peptide 

Location: 45.. 119 

Identification method: S 

Name /Key: mat peptide 

Location: 120.. 1313 

Identification method: S 
Sequence 

GGGAACGTAG AACTCTCCAA CAATAAATAC ATTTGATAAG AAAG ATG GCT HA AAA 56 
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Met Ala Leu Lys 
-25 

GTG CTA CTA GAA CAA GAG AAA ACG TTT TTC ACT CTT TTA GTA TTA CTA 104 
Val Leu Leu Glu Gin Glu Lys Thr Phe Phe Thr Leu Leu Val Leu Leu 

-20 -15 -10 

GGC TAT TTG TCA TGT AAA GTG ACT TGT GAA ACA GGA GAC TGT AGA CAG 152 
Gly Tyr Leu Ser Cys Lys Val Thr Cys Glu Thr Gly Asp Cyc Arg Gin 
-5 1 5 10 

CAA GAA TTC AGG GAT CGG TCT GGA AAC TGT GTT CCC TGC AAC CAG TGT 200 
Gin Glu Phe Arg Asp Arg Ser Gly Asn Cys Val Pro Cys Asn Gin Cys 

15 20 25 

GGG CCA GGC ATG GAG TTG TCT AAG GAA TGT GGC TTC GGC TAT GGG GAG 248 
Gly Pro Gly Met Glu Leu Ser Lys Glu Cys Gly Phe Gly Tyr Gly Glu 

30 35 40 

GAT GCA CAG TGT GTG ACG TGC CGG CTG CAC AGG TTC AAG GAG GAC TGG 296 
Asp Ala Gin Cys Val Thr Cys Arg Leu His Arg Phe Lys Glu Asp Trp 

45 50 . 55 

GGC TTC CAG AAA TGC AAG CCC TGT CTG GAC TGC GCA GTG GTG AAC CGC 344 
Gly Phe Gin Lys Cys Lys Pro Cys Leu Asp Cys Ala Val Val Asn Arg 
60 65 70 75 

TTT CAG AAG GCA AAT TGT TCA GCC ACC AGT GAT GCC ATC TGC GGG GAC 392 
Phe Gin Lys Ala Asn Cys Ser Ala Thr Ser Asp Ala He Cys Gly Asp 

80 85 90 

TGC TTG CCA GGA TTT TAT AGG AAG ACG AAA CTT GTC GGC TTT CAA GAC 440 
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Cys Leu Pro Gly Phe Tyr Arg Lys Thr Lys Leu Val Gly Phe Gin Asp 

95 100 105 

ATG GAG TGT 6TG CCT TGT GGA GAC CCT CCT CCT CCT TAG GAA COG CAC 488 
Met Glu Cys Val Pro Cys Gly Asp Pro Pro Pro Pro Tyr Glu Pro His 

110 115 120 

TGT GCC AGC AAG GTC AAC CTC GTG AAG ATC GC6 TCC ACG GCC TCC AGC 536 
Cys Ala Ser Lys Val Asn Leu Val Lys lie Ala Ser Thr Ala Ser Ser 

125 130 135 

CCA CGG GAC ACG GCG CT6 GCT GCC GTT ATC TGC AGC GCT CTG GCC ACC 584 
Pro Arg Asp Thr Ala Leu Ala Ala Val lie Cys Ser Ala Leu Ala Thr 
140 145 150 155 

GTC CTG CTG GCC CTG CTC ATC CTC TGT GTC ATC TAT TGT AAG AGA CAG 632 
Val Leu Leu Ala Leu Leu He Leu Cys Val lie Tyr Cys Lys Arg Gin 

160 165 170 

TTT ATG GAG AAG AAA CCC AGC TGG TCT CTG CGG TCA CAG GAC ATT CAG 680 
Phe Met Glu Lys Lys Pro Ser Trp Ser Leu Arg Ser Gin Asp He Gin 

175 180 185 

TAC AAC GGC TCT GAG CTG TCG TGT CTT GAC AGA CCT CAG CTC CAC GAA 728 
Tyr Asn Gly Ser Glu Leu Ser Cys Leu Asp Rro Arg Gin Leu His Glu 

190 195 200 

TAT GCC CAC AGA GCC TGC TGC CAG TGC CGC CGT GAC TCA GTG CAG ACC 776 
Tyr Ala His Arg Ala Cys Cys Gin Cys Arg Arg Asp Ser Val Gin Thr 

205 210 215 

TGC GGG CCG GTG CGC TTG CTC CCA TCC ATG TGC TGT GAG GAG GCC TGC 824 
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Cys Gly Pro Val Arg Leu Leu Pro Ser Met Cys Cys Glu Glu Ala Cys 
220 225 230 235 

AGC CCC AAC CCG GCG ACT CTT GOT TGT GG6 GTG CAT TCT GCA GCC AGT 872 
Ser Pro Asn Pro Ala Thr Leu Gly Cys Gly Val His Ser Ala Ala Ser 

240 245 250 

CTT CAG GCA AGA AAC GCA GGC CCA GCC GGG GAG ATG GTG CCG ACT TTC 920 
Leu Gin Ala Arg Asn Ala Gly Pro Ala Gly Glu Met Val Pro Thr Phe 

255 260 265 

TTC GGA TCC CTC ACG CAG TCC ATC TGT GGC GAG TTT TCA GAT GCC TGG 968 
Phe Gly Ser Leu Thr Gin Ser He Cys Gly Glu Phe Ser Asp Ala Trp 

270 275 280 

CCT CTG ATG CAG AAT CCC ATG GGT GGT GAC AAC ATC TCT TTT TGT GAC 1016 
Pro Leu Met Gin Asn Pro Met Gly Gly Asp Asn He Ser Phe Cys Asp 

285 290 295 

TCT TAT CCT GAA CTC ACT GGA GAA GAC ATT CAT TCT CTC AAT CCA GAA 1064 
Ser Tyr Pro Glu Leu Thr Gly Glu Asp He His Ser Leu Asn Pro Glu 
300 305 310 315 

CTT GAA AGC TCA ACG TCT HG GAT TCA AAT AGC AGT CAA GAT TTG GTT 1112 
Leu Glu Ser Ser Thr Ser Leu Asp Ser Asn Ser Ser Gin Asp Leu Val 

320 325 330 

GGT GGG GCT GTT CCA GTC CAG TCT CAT TCT GAA AAC TTT ACA GCA GCT 1160 
Gly Gly Ala Val Pro Val Gin Ser His Ser Glu Asn Phe Thr Ala Ala 

335 340 345 

ACT GAT TTA TCT AGA TAT AAC AAC ACA CTG GTA GAA TCA GCA TCA ACT 1208 
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Thr Asp Leu Ser Arg Tyr Asn Asn Thr Leu Val Glu Ser Ala Ser Thr 

350 355 360 

CAG GAT GCA CTA ACT AT6 AGA AGC CAG CTA GAT GAG GAG AGT GGC GCT 1256 
Gin Asp Ala Leu Thr Met Arg Ser Gin Leu Asp Gin Glu Ser Gly Ala 

365 370 375 

ATC ATC CAG CCA GCC ACT CAG ACG TCC CTC CAG GTA AGG CAG CGA CTG 1304 
He He His Pro Ala Thr Gin Thr Ser Leu Gin Val Arg Gin Arg Leu 
380 385 390 395 

GGT TCC CTG TGAACACAG CACT6ACTTA CAGTAGATCA GAACTCTGTT CCCAGCATAA 1362 
Gly Ser Leu 

GATTTGGGGG AACCTGATGA GTTTTTTTTT TGCATCTTTA ATAATTTCTT GTATGTTGTA 1422 
GAGTATGTTT TAAAATAAAT TTCAAGTATT TTTTTTAAAA ACTAAAAAAA AAAAAAAAAA 1482 
AAAAAAAAAA AAAA 1496 

Brief Description of the Drawing 

Fig. 1 shows comparison of the amino acid sequence of the invention and 
that of TNF receptor family. hTNFRl represents human necrosis factor receptor 1, 
hTNFR2 represents human necrosis factor receptor 2, hNGFR represents human nerve 
growth factor receptor, and hFas represents human Fas, in this figure. 
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Fig. 1 
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Document Name: Abstract 

Abstract 

Constitution 

Polypeptide produced from human stromal cell line, the process for the 
preparation of the polypeptide, DNA encoding the polypeptide, vector carrying the 
DNA, host cell transformed by the vector, antibody of the polypeptide, and 
pharmaceutical composition containing the polypeptide or the antibody. 
Effect 

It is considered that the polypeptide of the invention will show biological 
activities concerning differentiation, proliferation, growth, survival or cell 
death of hematopoietic, immune and nerve system cells, concerning immune system 
functions, concerning proliferation and growth of tumor, concerning inflammations, 
concerning bone metabolism. Therefore, the polypeptide of the invention is 
expected to be used as an agent for the prevention or treatment of disease of 
progression or suppression of immune, nervous, or bone metabolic function, 
hypoplasia or overgrowth of hematopoietic cells 
Figure selected: None 
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[0 0 13] 

%3o^. M;i«4o. 6otrzitioom(DmmLr:i^mmmm^r% 'pfjt< 

[0 0 14] 

'>^j5;< t%i Oi^g. tS-tL<\tptji< t%l^^m> m^\t20. 2 
5, 3 0*fctt4 Oi^Sg|S^$:Sl5^U, -eOJ: e) > h =fo*IS^©DN 

[0 0 15] 

$e)ic. *^^lCli, *fg^0DNA*^e)^S^SS*fe^i^^'<^^5^-*^^* 



5 
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^^-It. -r>-lfhD (in vitro) tCfeVxT, mpLUDN AlZMf^t ^RN A 
[0 0 16] 

it^n^<D>t-:fyV-^^ >^7U-A$::ft'5DN A$:-g-tf*l§©<DDNA 
[0 0 17] 

[0 0 18] 

■eT>^-fe>;^RNA$:^5i-r-5 3i:t)T'$-5c z:(Z)<k ^ ^T>^-fe>X RN A 
[0 0 19] 

i^0m^:^m%^ti. =^j^u-i-jvtfLmt. :^^m<D^zf'^\^. ttiit^<Dm 

[0 0 2 0] 



6 
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[0 0 2 1] 

mx.lt. Met til MIS, Leultemm) ^e>tlT^r^So ti^oT, 3KU^:/ 

^\^<D7^j mmm^^^^ 3 1 < d n A<D^mmm -5 3 i: j^^t ^ s » 

[0 0 2 2] 

(2) T'#^$tl-5*^^®DNA{Ctt, (1) ®@H^J^-^1 SfciiST'^S 

(3) T^Nf^^nSDNAtt, (2) T'^$tl5DNA0-M^T'fe»J, 

(4) fC^^tlSDNAtt. (3) T'#^$tlSDNA{C3^^<D^MIR8P4)'$: 
[0 0 2 3] 

[0 0 24] 

it\:,ii>izmmssTm (mmnm- no. 5,536,637{ciBlrroffiiiiicov%TM 

i?"*:/;tjn'=?'>f • -fel/hTi/X ( Saccharomyces cerevisiae ) jSc ifCD^SA^i/ 

fee, ) , tfeo IS:#<0gE^®^ilL|g(^)i/^:^;^t/-^x>>^.^i^^oD-f >^ 



7 
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[0 0 2 5] 

m^mik^.A T G^nmhr:L4^^^m(D>( yKji^ --^a^^ s u c 2 (genb 

ANK accession No. V01311) WncD^^K^it- (f§3^M:;^n^~^ - (A 
DH^a^-^-) ^Jir;^-^:^-^- (ADH^-^^-^-> iliAAHS 
K (Gaamerer, Methods in Enzymol,, 101,192-201,1983) ^^X% W 

nmmmMit2 ,ioT mmm^R'^-itj-izitTRP izmmmmm.^.itc 

o 1 E 1 o r i. ;^JIiM^m®ttv-:Jt7-^CttT>l^^U>A^^ffl$^lTV^^. 
) ^CM^5^^Ji^T'^«S STfflK^^-p SUC2$:#|gLfco ^0SUC2a^ 
^•0±?i|{Clt^^® c D N A §:^^^^lJi^T^ iS©SSTcDNA^-r:/^y-$: 

^ZtizJa^X. mmiyif^J\yty-^:i^y:^0^m^mj^ti'':>mMKLrzo 
[0 0 2 6] 

mns ST cDNA^^zf^V-ayWmii. 

(1) >fcifl^i:&<5ifflil&<J:yinRNA$:#|tL, #^<Z)^^S^ (^^ I ) ■9->f h 
$:^^Lfe^>^A::/'^>rv-$:ffii.%T-*^DNAS:-^^L, 

(2) gs^I (^^11) -^-( hii'^ttr^-f^'-^im 

®±?igtc#e,tifc c DN A»T;t$:^sgL. j^^mmt^jim^ u «;-5o 

[0 0 2 7] 

#xg§:i¥L<Mt- Si:, (1) xit. M0.tfji^m%m<Dm^'pmm 
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:]^i£ti#Ci3ig*^*et:ttl«Molecular Cloning (Sambrook, J., Fritsch, E. F. 
;fei:tJfManiatis, T. Cold Spring Barbor Laboratory PressJ; »J 1989^{C^ 
fj) tttiCurrent Protocol in Molecular Biology(F.M.Ausubel John Wi 
ley&Sons, IncJ: U^f!I){C|B^0:&ife{Ct^eoTfT**)^'5c ) ICtS&oTmRNA 

[0 0 2 8] 

MMttj^^mS^tLXit. HAS3 0 3 (nh#il;^hn-v'^iaiig*|:^^g 

miz^m-pim^iUM^mi§i. mmms^^^v^^o j.ceii.physioi., i48, 24 

5-251, 1 991 fei:tJ^Experi mental Hematol., 22, 482-487, 1994lCiB^) 
HUVEC (H h$V^^i^Ml^il<i|^Mflg : ATCC No.CRL-1730) if^mif^tl^o 

So 

[0 0 2 9] 

o 

[0 0 3 0] 

Sr^i^Lfe^. mmixmitrnsu-^mM.^m (age) tc<fcy3oo~8o 

[0 0 3 1 ] 

2 4^if*^fliv^e>ti'5„ ^Jjilciilu^Lfc::^^::^^ Kp SUC 2*^ffivxe>tiSo 



9 
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[0 0 3 2] 
[0 0 3 3] 
[0 0 3 4] 

:^7D^-^"fe>^ • -fel/tfS/X ( Saccharomycs cerevisiae ) YT4 5 

o 

[0 0 3 5] 
[0 0 3 6] 

ita.^ic#^S -r -5*^^© > A-^ n - Kt S D N A % U < 



1 0 
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a]li**(?DcDNA^>f ^^U-*-5V%{j;mRNA7&^e)PCR?£lC<fcy, feSVN 
0iia!ScDNA5-f >^^U-*-5v\ttg^y A^^:/^y-*^e>. ftfi©itlL!^ 
[0 0 3 7] 

z:<Di:oiZhXn^tir^cDNAibK S S TT'#?)4xfc c DN A^r^TOt^SSB 

e), c DNA(Z);f->''>y-7^>f ^^'^ l/-A©5' Tl^SglCzr- K$nT^^So 
) . 

[0 0 3 8] 

S^fC, ^^0:J&^tC^VN^cDNA$::/n-3f^bT>'-tf> (Northern) M 
[0 0 3 9] 

zftbXJ^^-fV ^>rX$-&^3^lCi;U. :^^^(DDNA^m^:rLilf)^X^& 
. $^{C, *DNA$:#^fS'<^^-DNA?:ig^^#^«C^iCAb, Zltl$:ii 
JiS-&63i:lcj;oT, S6?ia:"r-5DNA$:viiv||i:#^,zii:*^-e^So 
[0 0 4 0] 

(1) ^i^tr^\tmmmmi}^^mm$^mt^-^m. 

(2) />^^^K^fiRtS^S, 

(3) m^^m^m^^m^m^^x^mt^um. 



ffilE#¥ 10-3011332 



9-043143 



[0 0 4 1] 
[0 0 4 2] 

CD 5' ^mizm^^\^y (atg) ^atav. m^nr^DNA^. k^f^-fu^ 

li. pBRS 2 2. pUC 1 8, pUC19^) {C#A tT|g3^^^ ^ - 
[0 0 4 3] 

r^fc, z:0|g3^^^^-T'?^M^glLfe:A:J©@ m?ni. E.coii dhi, ex 

oli JM109. E.CoIi HBIOI^S^) ^jSi^^i^^T'^^LT, ^(DM^iJc 
'<:/5^K (M;ili> p e 1 B ® i/^f K) ^m^ttnt. ^Vf^XI^ 

l^tCDya.-'i/By - ZfWr^y (fusion protein) -5 3 iltj^^ ^Sc 

[0 0 4 4] 

^" 'V, , 

0^^^^-^) ^(J^W^fA-:fn^-^- s V4 o:^a^-t?-, l 
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[0 04 5] 

i^mmcDiHV KO A F 0 6 5 liTN FS^^jt7 T ^ U -iCMtS-^O 

^ mzmt>^r\t^^Zti}^mhfJ'tfjt^X\>^^ (Craig a. smith et.al., Cell, 
76, 959-962, 1994) o 
[0 0 4 6] 

nmm^m^ (NGF) §:mi^yNGFit^m(DnBmo)mm<D^^ 
mw. nm^m<DWM. nm&^mK<o^mi&miz^si^mx:^h (chao m.v., j.n 

eurobiol., 25,1373-1385,1994) „ 
F a s/Fa s Ltt^©TjJ< h-e/X^^m^:^bT^MJiS®^^^eajS 

felts CD4|H£TMJiS0^'A 05gBfife> ^m^O^mfiMm^ (GVHD) 
^ > #@OiBft^§^3KS®^3S{CBI■§^tTV^S (Nagata.S.et.al. Science, 267,1 
449-1456,1995) , 

CD4 0/CD4 0LtiT/B#|IlflSl^ffl3[#||$:/rbTBiIJig(D?gfefl: (ifJB 
i5J:XJ^tfLi^M^i&M) iCi^fN^TfeS (Banchereau J.etiai:" Annu.Rev, Immunol. 
, 12,881-922,1994) , 
[0 04 7] 

TNFS^{^:/TNFfeJ:tJ^U>3^^h=¥i/> ( L T)^^^*;/ L Ttt#=@^3g 

mmm<D^m^Mt^th^\z. u ynmm.oj^m^^yi^m'^iii^mz^'j^^^ 

Xtb^ (Ware C. F. et al. Curr. Topics Microbiol. Immunol., 198,175-218,1 
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995) o 

[0 0 4 8] 

*3K U ^^5^ KtiM^ >f > tc C y s y t 3 a m#^E t ^ 3 

T, *^^(Z)3Ky^y5^K«5tjiii-:feiS-#M^«iiJiS0^fl:. mm. ^# 

^ [0 0 4 9] 

BMR TUBliS, ram®ii5itfcMJia^, :fei^ynyu>a)^ 

m<Dm&i&m. mikm. m^^. mmm. i^^m^. #]^. v^n^r-e;, 
mmmm. ui^^mmmmomm^w. m^pm. #3^- v^n^T-s^, Bmm 

[0 0 5 0] 

ttc. :^K^^mnm^K^mt^zti)^^m^ti^0x\ ^mnmBm 



1 4 
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ry^hw^^t hoi^mttzit^immttzimmje. . ^mnmommtt^ 

[0 0 5 1] 

K^?>mim^m^ (f. m> Bfn, mm) . ommiziSi 

[0 0 5 2] 
[0 0 5 3] 

btziD^'ox. :^m0rsv^'f^\^it^ti^Mx\ ^m^^tzitnm^^i^K 

0mmmm<D^'pm. ay. BM.m\zn-t^Wi^mmMiLtc\tit^mmmis.^ 

m. AIDS, -tf^MMS , ^s^sj^m {r)\^vj\>('7-m. 

^nm-imm . ■&^\^\m^m.mo^^t.rc.\mmmh\.xm^^^:Lt.iim 

[0 0 5 4] 

m ii> ffFfii. mm. m. <Dm.uwi^mtLxm^^^z.t%mm 



1 5 
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[0 0 5 5] 

□ - n > ^ S: ^ z: i: *^T' $ s „ 

[0 0 5 6] 

A (^f * L < tt^JK y KcDEMjI^^^^ tcimmpi > n - k-t 

DNA) m^im»2-;u:fvv]^miz^i)mrsv^^^\^tmm 

[0 0 5 7] 
[0 0 5 8] 

^omM^tc^itry^-^yy^DN A (rna) {c<fcoT. 

tVXi^oLj^y^ (genomic) DN A Ir^glT'^So If^tCbT, *|§^DN 



1 6 
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[0 0 5 9] 

jiii/j* Bmmtr:iitTmm(D^'p&. ^tt. ^m^. ay. aids 
* ttcitmm. 'wmm^ (^mmm^) o^i^tt^itmmm. fesv^^Mi^s^^ 

[0 0 6 0] 

^m. t^mmm. mmmmmz^^jmtjt^ 

i)K mm. ^A-Afefc»;, -mico^. iooAtg3b^e>ioomg©®HT% 

[0 0 6 1] 
[0 0 6 2] 



1 7 
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[0 0 6 3] 

i^Mltcj: y esi, if^^y. n K□^^/■:^^hr;l/-fe;l/^- 
^y<DJ^t>^j^vg{.ifsL-^ti^:s>^^0itjzf'^}V%^^-^n^o 

[0 0 64] 

#3^^fiiJ^^i^tcsM^i!i, ii^]§!i<z)j:e)^TOm. -^5^^, m.mM. ^mM. mmm 

[0 0 6 5] 

2,868,691^fci:y^l^^3,095,355^^*|II#{Cf^b<gB^$nTV>S, 
[0 0 6 6] 



ffiiiE#¥ 10-3011332 



v;i/'<- h 8 0 (i^i^is^) ^*^#(f e^n-So 

[0 0 6 7] 

:i0^^tm^mit. ^hicmmm. umm. %im. ^wm. ^mtm m 

[0 0 6 8] 

. J. Cell. Physiol., 148 : 245-251 (1991) feiitJ^Experi 

mental Hematol., 22 : 482-487 (1994) iClBS^tlTV^ So ) J:yTRIzol 

(TRIzol reagent (^ii^^, GIBCOBRLJ: U BR^c) ) l:ffiV%T^RN A 
mU, mRNA • tfrLU:7>r^-^/3> • h (mRNA Purification Kit (|gg 
ai&> PharaaciaJ: VBR^) ) $:M^^Tpoly (A) RNA«:5^i^Lfc„ Xh 
o lSfi^i4ilSbfe^>^A9me r (5' -CGATT G AATTCT AG A 
CCTGCCTCGAGNNNNNNNNN-3' ) $::/5>f V-il bT, 7.- 
A°-X^ y - Zf^T.^ K • VT^^h. (Superscript Plasmid System for cDN 
A Synthesis and Plasmid Cloning {M^^> GIBCOBRL J UIR^) ) S:ffi t^T2 
c D N A©^^S:^7^ o fee 
[0 0 6 9] 

E c o RI T^:/^- (GIBCOBRLcfcyflR^S) $:DNA • 'yA^-Vny • 
h • ver.2 (DNA ligation kit ver.2 mffa^> .fcUBRro) iJ<^D 

NA<Z)^^ttt^T*^»y h^d^^Lfeo ) ;&MV^T^jgbfc^, XhoIT'^ 

fbb, r;Sfn->^.m^»iftT*3 0 0'-8 0 o h p(Ocdn A^m^JBLx-^mv 

, p S UC 2 (3K®#ff5538637-t#M) ©EcoRI/Not I B&KM^h 

1 9 ma#¥ 10-3011332 
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(D c D N A 5 >f U - 
[0 0 7 0] 

Z.0cDNA^>(-:r^^)'-(D-:f^7.^ K^rMS^L, WmV^^J^W, (Current 
Protocols In Molecular Biology 13.7.1$:#M) ICjiU^SYTKl 2|*S:J^ 
Mi^SIL, hyyS77> (Trp) $:^*«:v>^®?^jg^m«i(Z)^^^^ (C 

7i7h'^y'l':fViJ':fU-^- (Accutran Replica Plater (MSt^^ S 
chleicherMSchuelUUISsI) ) ^m^Xm^tlt:iZ2U-- i^U^^i^) ®U 

YPR:/"!/- hlC7> h y-iJ^ L/T3 01CT'4 8 ^|^>f >:3|ra^- h bfe^> 

10 0 7 1] 

i^^^T p SUC2(D^n-->^'*-9--r h®M3§®BB^J<?) 2^11(0^^^ V- 

V\ >r>f— h cDNASrifillMLfe^, ^>f-ftf-X (Dynabeads. DYN 
0 ALJ:»J|R5S) ?:M^^T^^;}-5^>'fbl*^DNA$:!^figL, ifeS@E3^J®^^S:^?:&; 
ofeo ^^mnom^itDN A ' iy-^yi/y^' (DNA Sequencing kit 

(Dye Terminator Cycle Sequencing Ready Rea'iction) (?8fS^% Applied Bios 
ystems Inc. <fcy|^5n) ) V^fcit^t^^f ^ - ^ ^ — 9->f ^ x> 

T.^'VRfdi'ii^^JtW gifrDNAS/-^a:>-9--3 7 3 (Applied Biosystems I 

) . 

[0 0 7 2] 

>^lcg^$nTvx«iVNif^a)DNAT'feSz:hA^^e>7!)^i:ja;ofc, tfeit^$4x 
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rklZS' RACE (Rapid A«plif ication of cDNA End) ^ICJ:»JOAFO 6 
5 0^:6c DNA$:#jiLfec 3' RACEiSttV^y > • c DN A • 7>::^U 
y ^ ^—i/ 3y ' h (Marathon cDNA Amplification Kit (|@ffij&> Clontec 
htti:y)R^) ) $:MVvfc, Zl® ^ >y b(Z):j^SlCt^ oT H A S 3 0 3 ® p o 1 y 

(A) RNAJ;»JT^V^-?:^^Ufc2*^cDNA$:^|JJbfe.\ SSTT'^ 

OAF 0 6 5#M^®:^^^*7-F3 (5' - AG A A AG ATGGCTTT AA 
^ AAGTGCTACTAG- 3' ) ^rf^fgLT, ^^^Ir^y hJC^#$tlfc7^:/^ 
-:^^>fV-i:T'PCR?:^T?aJofco 4.0k b hl.Sk b©2S^©D 

NA*^ii*i$tlfcfe«). 4.0k b(DcDNA$:OAF0 6 5 a, 1.5kb0cDN 
AS:OAF065i8 t^^Ltco 
[0 0 7 3] 

^- (pT7Blue-2 T-Vector mSi^. NovagenJ: y ) izm^Ls i^mMD 
0 bttL^. OAF 0 6 5 alCKLTliS' MCDSi&1.7 b OAF 0 6 5/3 lCKb 

rfbizmtmrniimz, 

[0 0 7 4] 

OAFO 6 5 afeJ:t?OAF0 6 5 iSCDi^SiB^JSrJtit-r'Si:. 5' {i® 1 ~ 

1290 b t x0i^mmmtt^x-^bx\>^r:ii)\ 1291 b &sW(D^mmmit± < ffi 

lf^4*^E«?)e)ti:^:;{)^ofco ttzOAFO 6 5 afeJ;t;fOAF 0 6 5 /SCDT^ 

m^i^itnt^tN^mm<Di^4 1 5 7$ymii-r^T-i5cbT^y> oaf 

0 6 5 a0C^PSm27^ Jm (G 1 u A 1 a) (D*t*^OAF 0 6 5 /ST'ttST 
(ValArgGlnArgLeuGlySerLeu) ^Cgg|$;^^TV^ 
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[00 7 5] 

:^fo\Z7.-i T.'fUy h (Swiss Prot Release 33) lC^il$ tlT V^•5gE^(Z)3i< 
U^y^'Kor^v'miB^Jilit^tfc^^, ^{c^^CDTKU^y^^KOAFO 6 5 
ai:OAF065/S «7^^T'fe o fe*^ ^flS^M^^JC T N F 7* ^ U - tC 

F^^<*7T^U-T'feSHha3®^5ES^^^iiJ:l (hTNFRl), t hffi 
J©^5EHd^^^^2 (hTNFR2) , t: h||Sfife:Sa^^^^ (hNGFR) 
fcJ:t?H>Fas (hFas) i:®7 ^ / ^IB3^J(Djtie^a^-tji U (T^7i?=& 
l^C^IB^T'^fo ) . :^^m:i<VK'f^V (OAF 0 6 5) itim<Dmm&X' 
BM9\^M^IZM^M^^^ (TuMor necrosis factor: TNF) ^^i^VT^V 

<D3KU^::/5^KOAFO 6 5 a^<fetJ^OAF 0 6 5 /5 li, TNF^^f*:7r^ U 
- fc Ml- S irm <^]1S e T' S 3 *^?f||g S ti fc. 



2 2 
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[0 0 7 6] 

mm^ : 1 

BB^J®:^$ : 4 1 7 

Met Ala Leu Lys Val Leu Leu Glu Gin Glu Lys Thr Phe Phe Thr Leu 

1 5 10 15 

Leu Val Leu Leu Gly Tyr Leu Ser Cys Lys Val Thr Cys Glu Thr Gly 

20 25 30 

Asp Cys Arg Gin Gin Glu Phe Arg Asp Arg Ser Gly Asn Cys Val Pro 

35 40 45 

Cys Asn Gin Cys Gly Pro Gly Met Glu Leu Ser Lys Glu Cys Gly Phe 

50 55 60 

Gly Tyr Gly Glu Asp Ala Gin Cys Val Thr Cys Arg Leu His Arg Phe 
65 70 75 80 

Lys Glu Asp Trp Gly Phe Gin Lys Cys Lys Pro Cys Leu Asp Cys Ala 

85 90 95 

Val Val Asn Arg Phe Gin Lys Ala Asn Cys Sec Ala Thr Ser Asp Ala 

100 105 ~ no 

He Cys Gly Asp Cys Leu Pro Gly Phe Tyr Arg Lys Thr Lys Leu Val 

115 120 125 

Gly Phe Gin Asp Met Glu Cys Val Pro Cys Gly Asp Pro Pro Pro Pro 

130 135 140 

Tyr Glu Pro His Cys Ala Ser Lys Val Asn Leu Val Lys lie Ala Ser 
145 150 155 160 

Thr Ala Ser Ser Pro Arg Asp Thr Ala Leu Ala Ala Val He Cys Ser 
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165 170 175 

Ala Leu Ala Thr Val Leu Leu Ala Leu Leu He Leu Cys Val He Tyr 

180 185 190 

Cys Lys Arg Gin Phe Met Glu Lys Lys Pro Ser Trp Ser Leu Arg Ser 
195 200 205 

Gin Asp He Gin Tyr Asn Gly Ser Glu Leu Ser Cys Leu Asp Pro Arg 

',> . 

210 215 220 

Gin Leu His Glu Tyr Ala His Arg Ala Cys Cys Gin Cys Arg Arg Asp 
225 230 235 240 

Ser Val Gin Thr Cys Gly Pro Val Arg Leu Leu Pro Ser Met Cys Cys 

245 250 255 

Glu Glu Ala Cys Ser Pro Asn Pro Ala Thr Leu Gly Cys Gly Val His 

260 265 270 

Ser Ala Ala Ser Leu Gin Ala Arg Asn Ala Gly Pro Ala Gly Glu Met 

275 280 285 

Val Pro Thr Phe Phe Gly Ser Leu Thr Gin Ser He Cys Gly Glu Phe 

290 295 300 

Ser Asp Ala Trp Pro Leu Met Gin Asn Pro Met Gly Gly Asp Asn He 
305 310 315 320 

Ser Phe Cys Asp Ser Tyr Pro Glu Leu Thr Gly Glu Asp lie His Ser 

325 330 - : 335 

Leu Asn Pro Glu Leu Glu Ser Ser Thr Ser Leu Asp Ser Asn Ser Ser 

340 345 350 

Gin Asp Leu Val Gly Gly Ala Val Pro Val Gin Ser His Ser Glu Asn 

355 360 365 

Phe Thr Ala Ala Thr Asp Leu Ser Arg Tyr Asn Asn Thr Leu Val Glu 

370 375 380 

Ser Ala Ser Thr Gin Asp Ala Leu Thr Met Arg Ser Gin Leu Asp Gin 
385 390 395 400 



24 
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Glu Ser Gly Ala He lie His Pro Ala Thr Gin Thr Ser Leu Gin Glu 
405 410 415 

Ala 



[0 0 7 7] 





2 






: 1 2 6 9 
















1 % 0 . - X o 








: cDNA to mRNA 


S2^J 






ATGGCTTTAA 


AAGTGGTACT 


AGAACAAGAG 


GGCTATTTGT 


CATGTAAAGT 


GACTTGTGAA 


GATCGGTCTG 


GAAACTGTGT 


TCCCTGCAAC 


GAATGTGGCT 


^CrTT'T A TPP 


Pr* A PP A TPP A 

UuAbbAluLA 


AAGGAuGALl 


GGGGCTTCCA 


GAAATGCAAG 


TTTP A P A A Pr* 


CAAATTGTTC 


AGGCACCAGT 


TTTT A T A PP * 

liilAIAbuA 


AGACGAAACT 


TGTCGGCTTT 


rrTmrcTr 
ULlUblUUiU 


CTTACGAAGG 


GCACTGTGCC 


AUUUl>LilUOA 


GCCCACGGGA 


CACGGCGCTG 


GTCCTGGTGG 


CCCTGCTCAT 


CCTCTGTGTC 


AAACCCAGCT 


GGTCTCTGCG 


GTCACAGGAC 


CTTGACAGAC 


CTCAGCTCCA 


CGAATATGCC 


TCAGTGCAGA 


aiGCGGGCC 


GGTGCGCTTG 


AGCCCCAACC 


CGGCGACTCT 


TGGTTGTGGG 


AACGCAGGCC 


CAGCCGGGGA 


GATGGTGCCG 


TGTGGCGAGT 


mCAGATGC 


CTGGCCTCTG 


TCTTTTTGTG 


ACTCnATCC 


TGAACTCACT 



AAAACGTTTT 


TCACTCTTTT AGTATTACTA 


60 


ACAGGAGACT 


PT* A P A P A PP A A P A A TTP A PP 

GTAGACAGCA AbAAllbAbb 


1 OA 

120 


CAGTGTGGGC 


CAGGCATGGA GHGTCTAAG 


180 


CAGTGTGTGA 


CGTGCCGGCT GCACAGGTTC 


240 


CCCTGTCTGG 


ACTGCGCAGT GGTGAACCGC 


300 


GATGCCATCT 


GCGGGGACTG CTTGCCAGGA 


360 


CAAGACATGG 


AGTGTGTGCC TTGTGGAGAC 


420 


AGCAAGGTCA 


ACCTCGTGAA GATCGCGTCC 


480 


GCTGCCGTT.|, 


TCTGCAGCGC TCTGGCCACC 


540 


ATCTATTGTA 


agagacAgtt* TATGGAGAAG 


600 


ATTCAGTACA 


ACGGCTGTGA GCTGTCGTGT 


660 


CACAGAGCCT 


GCTGCCAGTG CCGCCGTGAC 


720 


CTCCCATCCA 


TGTGCTGTGA GGAGGCCTGC 


780 


GTGCATTCTG 


CAGCCAGTCT TCAGGCAAGA 


840 


ACTTTCTTCG 


GATCCCTCAC GCAGTCCATC 


900 


ATGCAGAATC 


CCATGGGTGG TGACAACATC 


960 


GGAGAAGACA 


nCAHCTCT CAATCCAGAA 


1020 



2 5 
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CTTGAAAGCT CAACGTCm GGATTCAAAT AGGAGTCAAG AHTGGHGG TGGGGCTGn 1080 
CCAGTCCAGT CTCAHCTGA AAACTTTACA GCAGCTACTG AnTATCTAG ATATAACAAC 1140 
ACACTGGTAG AATCAGCATC AACTCAGGAT GCACTAACTA TGAGAAGCCA GCTAGATCAG 1200 
GAGAGTGGCG CTATCATCCA CCCAGGCACT CAGACGTCCC TXAGGTAAG GCAGCGACTG 1260 
GGTTCCGTG 1269 
[0 0 7 8] 

mmm^ : 3 

my^KO^^ : 1 7 04 

mmom -.mm 
* mom : -^m 

m^<DUM : cDNA to bRNA 

CAATAAATAC ATTTGATAAG AAAGATGGCT TTAAAAGTGC 60 

TTTTTCACTC niTAGTATT ACTAGGCTAT HGTCAIGTA 120 

GACTGTAGAC AGCAAGAATT CAGGGATCGG TCTGGAAACT 180 

GGGCCAGGCA TGGAGTTGTC TAAGGAATGT GGCnCGGCT 240 

GTGACGTGCC GGCTGCACAG GHCAAGGAG GACTGGGGCT 300 

CTGGACTGCG CAGTGGTGAA CGGCmCAG AAGGGAAATT 360 

ATCTGCGGGG ACTGCTTGCC AGGATTTTAT AGGAAGACGA 420 

ATGGAGTGTG TGCCTTGTGG.^GACCCTCCT CCTCCTTACG 480 

GTCAAGCTCG TGAAGATCGC GTCCACGGCC' TCCAGCCCAC 540 

GTTATCTGCA GCGCTCTGGC CACCGTCCTG CTGGCCCTGC 600 

TGTAAGAGAC AGTTTATGGA GAAGAAACCC AGCTGGTCTC 660 

TACAAGGGCT CTGAGCTGTC GTGTCTTGAC AGACCTCAGC 720 

GGCTGCTGGC AGTGCCGCCG TGACTCAGTG CAGACCTGCG 780 

TCCATGTGCT GTGAGGAGGC CTGCAGCCCC AAGCCGGCGA 840 

TCTGCAGCCA GTCHCAGGC AAGAAACGGA GGGCCAGCCG 900 

TTCGGATCCG TCACGCAGTC CATCTGTGGC GAGHTTCAG 960 

2 6 aiE#¥ 10-301 1332 



GGGAACGTAG AACTCTCCAA 
TACTAGAACA AGAGAAAACG 
AAGTGAGTTG TGAAACAGGA 
GTGTTCGCTG CAACCAGTGT 
ATGGGGAGGA TGCACAGTGT 
TCCAGAAATG CAAGCCCTGT 
GTTGAGGCAC CAGTGATGCC 
AACTTGTGGG CTTTCAAGAC 
AACCGCAGTG TGCGAGCAAG 
GGGACACGGC GCTGGCTGCC 
TGATCCTGTG TGTCATCTAT 
TGCGGTGACA GGACATTCAG 
TCCACGAATA TGCCCACAGA 
GGGCGGTGCG CnGCTCCCA 
CTGTTGGTTG TGGGGTGCAT 
GGGAGATGGT GCCGACnTC 




a — U45143 



o 





lUXuniuOAu 


A ATPPPATPP 


PTCnTnAPAA PATPTPTTTT TnTPAPTPTT 
uiuuiuAUAn oAlLflUiiXl XuiuaOlljXi 




AlLLluAAUl 


P APTPP AP A A 
LAUluuAUAA 


PAP ATTP ATT 
b AbA 1 1 UA I 1 


PTPTPAATPP APAAPTTPAA APPTPAAPPT 
blblbAAXbb AbAAbXXbAA AbbXbAAbbX 


1 Attn 


r'TTTPP ATTP 

Ul 1 lUbAi lU 


A A ATAPPAPT 
AAA 1 AutrAU 1 


PA APATTTPP 
bAAbAl 1 Ibb 


TTPPTPPPPP TCTTCrhCTC PAPTPTPATT 
XXbbluubbb IbXlbUAuXU UAuXbXbAXX 


iX4U 


PTr* A A A A PTT 

LribAAAAUil 


TAP APPAPPT 
lAUAuUAlioi 


APTP ATTTAT 


PTAPATATAA PAAPAPAPTP PTAPAATPAP 
blAbAXAXAA UAAbAbAbXb blnbAAXbAb 


iZ\)\} 


r* A TP A A PTP A 

LAiLAALlLrA 


PP A TPP APT A 


APT ATP AP A A 
Abl AlbAbAA 


PPPAPPTAPA TPAPPAPAPT PPPPPTATPA 
bbbAbb X Ab A X bAbb Ab Ab X bbbbb X A X b A 


1 OCA 
iZuU 


TPP A PPP A PP 


P APTP AP APP 

LAUlLAuAOb 


TCccTrr A PP 
IbLblbbAbb 


AAPPTTAAAP A APPTPPTTP TTTPTPPAPT 
AAbbXXAAAb AAbbXbbXXb XXXbXbUAbX 


1 QOA 

lo/U 


APA APPPTPT 

AbAAuLulUi 


PPTPP A A PPP 


A A AP APT APT 

AAAbAblAbi 


PPTTTPTT A P PPTT A TPP A P TP A PP'A PTPT 
bblXXbXXAb bbXXAXbbAb XbAbbAbXLrX 


1 QQA 

looU 


PP A PPTTPP A 


TPPPTTPTPP 


PPP A AAA ATA 

bbbAAAAAlA 


AATPTPAAPP A A APTP APPP PA TTTP A APP 
AAlbXbAAbb AAAbXbAbbb bAXXXbAAbb 


t AA(\ 


r'TTTP A PPP A 


PTTPPTTPTP 


APPP AP APP A 

AbLbAbAbUA 


PPTPTAAPPT PAAAPPTPAA TPAATAAPAA 

bblbXAAbbX bAAAbblbAA XbAAlAAbAA 


luUU 


GAAAAGACTC 


p A cncr*c A PT 
UAbbbLbAbi 


P A TP ATA PTP 

bAlbAlAbib 


TPPATPTTTP PTAPATPAPA A PPTTPTPTP 

XbbAXbXXXb bXAbAXbAbA AbbXXbXbXb 


iObU 


/-i/^ ft P 4 A ft A ^^T 


P A PTTP A A A P 

bAUl ILAAAb 


APPP ATPPPT 

AbbbAlbbbi 


TPAPPTPPPA PPPTATPAPA TTPTPPAPAT 
XbAbbXbbbA bbbXAXbAbA XlbXbbAbAX 


ibZU 


ATAACAAGAA 


ACAGAAATGC 


PPTP ATPPTT 
UbibAlbbi 1 


ATTTTPATPP TPATTPTPPT TTTAPAAPAP 

AIXXXbAXbb XbAXXbXbbX XXXAbAAbAb 


1 CQA 

IboU 


TGAAGACCCA 


GAGTATACTT 


TTTP 
1 1 lb 




1 7f\A 


[0 0 7 9] 










4 










: 17 0 4 









U^i(DUM : cDNA to mRNA 
MM 

§cM^ : Homo Sapiens 
'fe;i/^^> : HAS303 

CDS 
#^E&M : 45.. 1295 
ift^5:^^bfe;&^: P 

4#mS:^1-|B-^ : sig peptide 
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#^EfeM : 45..119 

S 

ll^m^Mtm^ : »at peptide 
#^Efilii : 120.. 1295 

* V 

GGGAACGTAG AACTCTCCAA CAATAAATAG AHTGATAAG AAAG ATG GCT TTA AAA 56 

Met Ala Leu Lys 
-25 

GTG CTA CTA GAA CAA GAG AAA ACG TH HC ACT CTT TTA GTA TTA CTA 104 
Val Leu Leu Glu Gin Glu Lys Thr Phe Phe Thr Leu Leu Val Leu Leu 

-20 -15 -10 

GGC TAT HG TCA TGT AAA GTG ACT TGT GAA ACA GGA GAC TGT AGA GAG 152 
Gly Tyr Leu Ser Cys Lys Val Thr Cys Glu Thr Gly Asp Cyc Arg Gin 
-5 15 10 

CAA GAA TTC AGG GAT CGG TCT GGA AAC TGT GTT CCC TGC AAC CAG TGT 200 
Gin Glu Phe Arg Asp Arg Ser Gly Asn Cys Val Pro Cys Asn Gin Cys 

15 20 25 

GGG CCA GGC ATG GAG TTG TCT AAG GAA TGT GGC TTC GGC TAT GGG GAG 248 
Gly Pro Gly Met Glu Leu Ser Lys Glu Cys Gly-Phe Gly Tyr Gly Glu 

30 35 40 

GAT GCA CAG TGT GTG ACG TGC CGG CTG CAC AGG HC AAG GAG GAC TGG 296 
Asp Ala Gin Cys Val Thr Cys Arg Leu His Arg Phe Lys Glu Asp Trp 

45 50 55 

GGC TTC CAG AAA TGC AAG CCC TGT CTG GAC TGC GCA GTG GTG AAC CGC 344 
Gly Phe Gin Lys Cys Lys Pro Cys Leu Asp Cys Ala Val Val Asn Arg 
60 65 70 75 

m CAG AAG GCA AAT TGT TCA GGC ACC AGT GAT GCC ATC TGC GGG GAC 392 

2 8 ffilE^t^ 10-301 1332 



Phe Gin Lys Ala Asn Cys Ser Ala Thr 
80 

TTT TAT AGG 
Phe Tyr Arg 



TGC TTG 
Cys Leu 



ATG GAG 
Met Glu 

TGT GCC 
Cys Ala 
125 
CCA CGG 
Pro Arg 
140 

GTC CTG 
Val Leu 



CCA GGA 
Pro Gly 
95 

TGT GTG 
Cys Val 
110 

AGG AAG 
Ser Lys 

GAC ACG 
Asp Thr 

CTG GCC 
Leu Ala 



m ATG GAG AAG 
Phe Met Glu Lys 

175 

TAC AAC GGC TCT 



CCT TGT GGA 
Pro Cys Gly 

GTC AAC CTC 
Val Asn Leu 
130 

GCG CTG GCT 
Ala Leu Ala 

145 
CTG CTC ATC 
Leu Leu lie 
160 

AAA CCC AGC 
Lys Pro Ser 



AAG ACG 
Lys Thr 
100 
GAC CCT 
Asp Pro 
115 

GTG AAG 
Val Lys 

GCC GTT 
Ala Val 

CTC TGT 
Leu Cys 



Ser Asp 

85 

AAA cn 

Lys Leu 

CCT CCT 
Pro Pro 

ATC GCG 
He Ala 

ATC TGC 
He Cys 
150 
GTC ATC 
Val He 
165 

CTG CGG 
Leu Arg 



Ala He Cys Gly Asp 
90 

GTC GGC TH CAA GAC 
Val Gly Phe Gin Asp 
105 

GAA CCG CAC 
Glu Pro Bis. 



CCT TAC 
Pro Tyr 
120 
TCC ACG 
Ser Thr 
135 

AGC GCT 
Ser Ala 

TAT TGT 
Tyr Cys 



TCA CAG 
Ser Gin 



TGG TCT 
Trp Ser 
180 

GAG CTG TCG TGT CTT GAC AGA. CCT CAG 



GCC Ta AGC 
Ala Ser Ser 

CTG Ga ACC 
Leu Ala Thr 
155 

AAG AGA CAG 
Lys Arg Gin 

170 
GAC ATT CAG 
Asp He Gin 
185 

CTC CAC GAA 



440 



488 



536 



584 



632 



680 



728 



Tyr Asn Gly Ser Glu Leu Ser Cys Leu Asp Rro Arg Gin Leu His Glu 

190 195 200 

TAT GCC CAC AGA GCC TGC TGC CAG TGC CGC CGT GAC TCA GTG CAG ACC 776 
Tyr Ala Bis Arg Ala Cys Cys Gin Cys Arg Arg Asp Ser Val Gin Thr 

205 210 215 

TGC GGG CCG GTG CGC TTG CTC CCA TCC ATG TGC TGT GAG GAG GCC TGC 824 
Cys Gly Pro Val Arg Leu Leu Pro Ser Met Cys Cys Glu Glu Ala Cys 
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O 



220 

AGC CCC 
Ser Pro 

Cn CAG 
Leu Gin 

TTC GGA 
Phe Gly 

OCT CTG 
Pro Leu 
285 
TOT TAT 
Ser Tyr 
300 

CTT GAA 
Leu Glu 

GGT GGG 
Gly Gly 

ACT GAT 
Thr Asp 

CAG GAT 
Gin Asp 
365 
ATC ATC 



AAC CCG GCG 
Asn Pro Ala 
240 

GCA AGA AAC 
Ala Arg Asn 

255 
TCC CTC ACG 
Ser Leu Thr 
270 

ATG CAG AAT 
Met Gin Asn 

CCT GAA CTC 
Pro Glu Leu 

AGC TCA ACG 
Ser Ser Thr 
320 

GCT GTT CCA 
Ala Val Pro 

335 
TTA TCT AGA 
Leu Ser Arg 
350 

GCA CTA ACT 
Ala Leu Thr 



225 

ACT CTT 
Thr Leu 

GCA GGC 
Ala Gly 

CAG TCC 
Gin Ser 

CCC ATG 
Pro Met 
290 
ACT GGA 
Thr Gly 
305 

TCT TTG 
Ser Leu 

GTC CAG 
Val Gin 

TAT AAC 
Tyr Asn 



GGT TGT 
Gly Cys 

CCA GCC 
Pro Ala 
260 
ATC TGT 
He Cys 
275 

GGT GGT 
Gly Gly 

GAA GAC 
Glu Asp 

GAT TCA 
Asp Ser 

TCT CAT 
Ser His 
340 
AAC ACA 
Asn Thr 
355 

AGC CAG 
Ser Gin 



230 
GGG GTG CAT 
Gly Val His 
245 

GGG GAG ATG 
Gly Glu Met 

GGC GAG TTT 
Gly Glu Phe 

GAC AAC ATC 
Asp Asn He 
295 

ATT CAT TCT 
He His Ser 

310 
AAT AGC ACT 
Asn Ser Ser 
325 

TCT GAA AAC 
Ser Gliu\4sn 

CTG GTA GAA 
Leu Val Glu 



ATG AGA 
Met Arg 

370 

CAC CCA GCC ACT CAG ACG TCC 



TCT GCA 
Ser Ala 

GTG CCG 
Val Pro 
265 
TCA GAT 
Ser Asp 
280 

TCT TTT 
Ser Phe 

CTC AAT 
Leu Asn 

CAA GAT 
Gin Asp 

TTT ACA 
Phe Thr 
345 
TCA GCA 
Ser Ala 
360 

GAG ACT 
Glu Ser 



235 
GCC ACT 
Ala Ser 
250 

ACT TTC 
Thr Phe 

GCC TGG 
Ala Trp 

TGT GAC 
Cys Asp 

CCA GAA 
Pro Glu 
315 
TTG GTT 
Leu Val 
330 

GCA GCT 
Ala Ala 

TCA ACT 
Ser Thr 



GGC GCT 
Gly Ala 



CTA GAT CAG 
Leu Asp Gin 

375 

CTC CAG GAA GCT TAAAGAACCT 



872 



920 



968 



1016 



1064 



1112 



1160 



1208 



1256 



1305 
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He lie His Pro Ala Thr Gin Thr Set Leu Gin Glu Ala 

380 385 390 

GCTTCTTTCT GCAGTAGAAG CGTGTGCTGG AAaCAAAGA GTACTCCm GHAGGCnA 1365 
TGGACTGAGC AGTCTGGACC HGCAIGGCT TCTGGGGCAA AAATAAATCT GAACCAAACT 1425 
GACGGCATrr GAAGCCmC AGGCAGnGC HCTGAGCCA GAGCAGCTGT AAGCTGAAAC 1485 
CTCAATGAAT AACAAGAAAA GACTCCAGGC CGACTCATGA TACTCTGCAT CTnCCTACA 1545 
TGAGAAGCTT CTCTGCCACA AAAGTGACTT CAAAGAGGGA TGGGTTGAGC TGGCAGCCTA 1605 
TGAGAHCTG GAGATATAAG AAGAAACAGA AATGCCCTCA TGCnATHT GATGGTGAH 1665 
GTGGTnTAC AAGACTGAAG ACCCAGAGTA TACnmC 1704 

[0 0 8 0] 
eg^J#-t : 5 

mm<^^-^ : 4 2 3 

Met Ala Leu Lys Val Leu Leu Glu Gin Glu Lys Thr Plie Plie Tlir Leu 

1 5 10 15 

Leu Val Leu Leu Gly Tyr Leu Ser Cys Lys Val Thr Cys Glu Thr Gly 

20 25 30 

Asp Cys Arg Gin Gin Glu Phe Arg Asp Arg Ser Gly Asn Cys Val Pro 

35 40 "45 

Cys Asn Gin Cys Giy Pro Gly Met Giu Leu Ser Lys Giu Cys Gly Phe 

50 55 60 

Gly Tyr Gly Glu Asp Ala Gin Cys Val Thr Cys Arg Leu His Arg Phe 
65 70 75 80 

Lys Glu Asp Trp Gly Phe Gin Lys Cys Lys Pro Cys Leu Asp Cys Ala 

85 90 95 

Val Val Asn Arg Phe Gin Lys Ala Asn Cys Ser Ala Thr Ser Asp Ala 

3 1 ffiiE#¥ 10-301 1 332 
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100 105 110 

He Cys Gly Asp Cys Leu Pro Gly Phe Tyr Arg Lys Thr Lys Leu Val 

115 120 125 

Gly Phe Gin Asp Met Glu Cys Val Pro Cys Gly Asp Pro Pro Pro Pro 

130 135 140 

Tyr Glu Pro His Cys Ala Ser Lys Val Asn Leu Val Lys He Ala Ser 
145 150 155 ^60'^ 

Thr Ala Ser Ser Pro Arg Asp Thr Ala Leu Ala Ala Val He Cys Ser 

165 170 175 

Ala Leu Ala Thr Val Leu Leu Ala Leu Leu He Leu Cys Val He Tyr 

180 185 190 

Cys Lys Arg Gin Phe Met Glu Lys Lys Pro Ser Trp Ser Leu Arg Ser 

195 200 205 

Gin Asp He Gin Tyr Asn Gly Ser Glu Leu Ser Cys Leu Asp Pro Arg 

210 215 220 

Gin Leu His Glu Tyr Ala His Arg Ala Cys Cys Gin Cys Arg Arg Asp 
225 230 235 240 

Ser Val Gin Thr Cys Gly Pro Val Arg Leu Leu Pro Ser Met Cys Cys 

245 250 255 

Glu Glu Ala Cys Ser Pro Asn Pro Ala Thr Leu Gly Cys Gly Val His 
260 265 270 

^ 

Ser Ala Ala Ser Leu Gin Ala Arg Asn Ala Gly Pro Ala Gly Glu Met 

275 280 285 

Val Pro Thr Phe Phe Gly Ser Leu Thr Gin Ser He Cys Gly Glu Phe 

290 295 300 

Ser Asp Ala Trp Pro Leu Met Gin Asn Pro Met Gly Gly Asp Asn He 
305 310 315 320 

Ser Phe Cys Asp Ser Tyr Pro Glu Leu Thr Gly Glu Asp He His Ser 
325 330 335 
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Leu Asn Pro Glu Leu Glu Ser Ser Thr Ser Leu Asp Ser Asn Ser Ser 

340 345 350 

Gin Asp Leu Val Gly Gly Ala Val Pro Val Gin Ser His Ser Glu Asn 

355 360 365 

Phe Thr Ala Ala Thr Asp Leu Ser Arg Tyr Asn Asn Thr Leu Val Glu 

370 375 380 

Ser Ala Ser Thr Gin Asp Ala Leu Thr Met Arg Ser Gin Leu Asp OJn., 
385 390 395 400 

Glu Ser Gly Ala lie He His Pro Ala Thr Gin Thr Ser Leu Gin Val 

405 410 415 

Arg Gin Arg Leu Gly Ser Leu 
420 
[0 0 8 1] 

mm(o^^ : 1 2 6 9 

mm(om mm 

Wim(OUM : cDNA to uRNA 

mm 

ATGGCnTAA AAGTGCTACT AGAAGAAGAG AAAACGTTTT. TCACTCTTTT AGTATTACTA 60 

GGCTATTTGT CATGTAAAGT GACTTGTGAA ACAGGAGACT GTAGACAGCA AGAATTCAGG 120 

GATCGGTCTG GAAACTGTGT TCCCTGCAAC CAGTGTGGGC CAGGCATGGA GHGTCTAAG 180 

GAATGTGGCT TCGGCTATGG GGAGGATGCA CAGTGTGTGA CGTGCCGGCT GCACAGGTTC 240 

AAGGAGGACT GGGGCTTCCA GAAATGCAAG CCCTGTCTGG ACTGCGCAGT GGTGAACCGC 300 

TTTCAGAAGG CAAATTGTTC AGGCACCAGT GATGCCATCT GCGGGGACTG CnGGCAGGA 360 

HTTATAGGA AGAGGAAACT TGTCGGCTTT CAAGACATGG AGTGTGTGa TTGTGGAGAC 420 

CCTCCTCCTC CTTACGAACC GCACTGTGCC AGCAAGGTCA ACCTCGTGAA GATCGCGTCC 480 

ACGGCCTCCA GCaACGGGA CACGGCGCTG GCTGCCGTTA TCTGCAGCGC TCTGGCCACC 540 



mum^ 10-30 
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GTCCTGCTGG CCCTGCTCAT CCTCTGTGTC ATCTATTGTA AGAGACAGH TATGGAGAAG 600 
AAACCCAGCT GGTCTCTGCG GTCACAGGAG AHCAGTACA AGGGCTCTGA GCTGTCGTGT 660 
CHGACAGAC CTCAGCTCCA CGAATATGCC CACAGAGCCT GCTGCCAGTG CCGCCGTGAC 720 
TCAGTGCAGA CCTGCGGGCC GGIGCGCHG CTCCCATCCA TGTGCTGTGA GGAGGCCTGC 780 
AGCCaAACC CGGCGACTCT TGGHGTGGG GIGCAHCTG CAGCCAGTCT TCAGGCAAGA 840 
AACGCAGGCC CAGCCGGGGA GATGGTGCCG ACTTTCTTCG GATaCTCAC GCAGTCCATC 900 
TGTGGCGAGT TTTCAGATGC CTGGCCTCTG ATGCAGAATC CCATGGGTGG TGACAlcAtC 960 
TCTrTTTGTG ACTCnATCC TGAACTCACT GGAGAAGACA TTCAnCTCT CAATCCAGAA 1020 
CnGAAAGCT CAACGTCTTT GGATTCAAAT AGCAGTCAAG AnTGGTTGG TGGGGCTGn 1080 
^ CCAGTCCAGT CTCATTCTGA AAACTmCA GGAGCTACTG ATTTATCTAG ATATAACAAC 1140 
ACACTGGTAG AATCAGCATC AACTCAGGAT GCACTAACTA TGAGAAGCCA GCTAGATGAG 1200 
GAGAGTGGCG GTATCATCCA CCCAGCCACT CAGACGTCCC TCCAGGTAAG GCAGCGACTG 1260 
GGTTCGCTG 1269 
[0 0 8 2] 

mm^^ : 7 
mm^^ : 1 4 9 6 

m^iom : mm 
mom : -^m 

M^i(DUM : cDNA to mRNA 

mm 

GGGAACGTAG AACTCTCCAA CAATAAATAC ATTTGATAAG AAAGATGGCT TTAAAAGTGC 60 

TACTAGAACA AGAGAAAACG TTTTTCACTC TTTTAGTAn ACTAGGCTAT TTGTCATGTA 120 

AAGTGACHG TGAAACAGGA GACTGTAGAC AGCAAGAAH GAGGGATCGG TCTGGAAACT 180 

GTGTTCCCTG CAACCAGTGT GGGCCAGGCA TGGAGnGTC TAAGGAATGT GGCTTCGGCT 240 

ATGGGGAGGA TGCACAGTGT GTGACGTGCC GGCTGCAGAG GTTCAAGGAG GACTGGGGCT 300 

TCCAGAAATG CAAGCCCTGT GTGGACTGCG CAGTGGTGAA CCGCTTTCAG AAGGCAAATT 360 • 

GnCAGCCAC CAGTGATGCC ATCTGCGGGG ACTGCHGCC AGGATTTTAT AGGAAGACGA 420 

AACTTGTCGG CTTTCAAGAC ATGGAGTGTG TGCCHGIGG AGACCCTCCT CCTCCTTACG 480 
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AACCGCACTG TGCCAGCAAG GTCAACCTCG TGAAGATCGC 
GGGACACGGC GCTGGCTGCC GTTATCTGCA GCGCTCTGGC 
TCATCCTCTG TGTCATCTAT TGTAAGAGAC AGTTTATGGA 
TGCGGTCACA GGACATTCAG TACAACGGCT CTGAGCTGTC 
TCCACGAATA TGCCCACAGA GCCTGCTGCC AGTGGCGCCG 
GGXGGTGCG CTTGCTCCCA TCCATGTGCT GTGAGGAGGC 
CTCnCGTTG TGGGGTGCAT TCTGCAGCCA GTCnCAGGC 
GGGAGATGGT GGCGACTnC TTCGGATCCC TCACGCAGTC 
ATGCCTGGCC TCTGATGCAG AATCCCATGG GTGGTGACAA 

O ATCCTGAACT CACTGGAGAA GACATTCATT CTCTCAATCG 
CTTTGGATTC AAATAGCAGT CAAGAHTGG TTGGTGGGGC 
CTGAAAACTT TACAGCAGCT ACTGATTTAT CTAGATATAA 
CATCAACTCA GGATGCACTA ACTATGAGAA GCCAGCTAGA 
TCCACCCAGG CACTCAGACG TCCCTCCAGG TAAGGCAGCG 
AGCACTGACT TACAGTAGAT CAGAACTCTG nCCCAGCAT 
GAGTTTTTn niGCATCTT TAATAATTTC TTGTATGTTG 
ATTTCAAGTA TTTTTTTTAA AAACTAAAAA AAAAAAAAAA 
[0 0 8 3] 

IP ieM#-t : 8 

mm^^ : 1 4 9 6 

m^iom : mm 

M^^iOMM : cDNA to mRNA 
MM 

: Homo Sapiens 
: HAS303 

^^iimtm^: CDS 

3 5 



RTCCACGGCC 


TCCAGCCCAC 


540 


CACCGTCCTG 


CTGGCCCTGC 


GOO 




AGPTGGTPTP 

AuVuf 1 UU X w X w 






AGAPnTPAGP 

AU AIAj X w AUV> 


720 


TGAGTGAGTG 

X U Aw X uAU X U 


GAGACCTGCG 

uAu AV^\J X VIVyVJ 


780 


rTGGAGrrnn 


AAnCGGGP/^A 


840 


AAGA AAPGrA 

AAUAAAOuwn 


nGPPPAGPr.G 


QOO 


UA lUXu XuuU 


nAGTTTTPAG 

u AU X X X X V/AU 




r A TrTPTTTT 
LfA XUxUi ill 


TGTGAPTPTT 

XUlUAljlwl 1 


1090 


AOAAUl lunn 


AGPTPAAPGT 

AUw 1 OAALfU 1 


1080 


TPTTPP APTP 
lul lOUAully 


PAPTPTPATT 

Au 1 0 1 OA 1 1 


1 1 AO 


PA &PAP APTP 
UA AOAUALr 1 u 


PTAPA ATPAP 

U 1 AU AA 1 UAU 


1 900 


1 UAuu AuAVj 1 


PPPPPTATPA 
uuVjuu 1 a 1 \jJX 


1 9fi0 


APTPPPTTPP 
AU 1 uuu 1 1 


PTPTPAAPAP 

1 U AAVjAO 


1^90 


AAGAHTGCG 


GGAACCTGAT 


1380 


TAGAGTATGT 


TTTAAAATAA 


1440 


AAAAAAAAAA 


AAAAAA 


1496 
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#iSE&M: 45..1313 

nm^mtm^ : sig peptide 

#^Efi:fi : 45..119 

mm^mtm^ : peptide 

#^Efi[S : 120.. 1313 

GGGAACGTAG AACTCTCCAA CAATAAATAC ATTTGATAAG AAAG ATG GCT TTA AAA 56 

Met Ala Leu Lys 
-25 

GTG CTA CTA GAA CAA GAG AAA ACG TTT HC ACT CTT TTA GTA TTA CTA 104 
Val Leu Leu Glu Gin Glu Lys Thr Phe Phe Thr Leu Leu Val Leu Leu 

-20 -15 -10 

GGC TAT TTG TCA TGT AAA GTG ACT TGT GAA ACA GGA GAC TGT AGA CAG 152 
Gly Tyr Leu Set Cys Lys Val Thr Cys Glu Thr Gly Asp Cyc Arg Gin 
-5 1 5 10 

CAA GAA TTC AGG GAT CGG TCT GGA AAC TGT GH^^CCQ TGC AAC CAG TGT 200 
Gin Glu Phe Arg Asp Arg Ser Gly Asn Cys Val Pro Cys Asn Gin Cys 

15 20 25 

GGG CCA GGC ATG GAG TTG TCT AAG GAA TGT GGC TTC GGC TAT GGG GAG 248 
Gly Pro Gly Met Glu Leu Ser Lys Glu Cys Gly Phe Gly Tyr Gly Glu 

30 35 40 

GAT GCA CAG TGT GTG ACG TGC CGG CTG CAC AGG TTC AAG GAG GAC TGG 296 
Asp Ala Gin Cys Val Thr Cys Arg Leu Bis Arg Phe Lys Glu Asp Trp 
45 50 55 
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GGC nC CAG AAA TGC AAG CCC TGT CTG GAG TGC GCA GTG GTG AAC CGC 344 

Gly Phe Gin Lys Cys Lys Pro Cys Leu Asp Cys Ala Val Val Asn Arg 
60 65 70 75 

in CAG AAG GCA AAT TGT TCA GCC ACC AGT GAT GCC ATC TGC GGG GAG 392 

Phe Gin Lys Ala Asn Cys Ser Ala Thr Ser Asp Ala He Cys Gly Asp 

80 85 90 

TGC TTG CCA GGA TTT TAT AGG AAG ACG AAA CTT GTC GGC HT CAA CiAC, 440 

Cys Leu Pro Gly Phe Tyr Arg Lys Thr Lys Leu Val Gly Phe Gin Asp 

95 100 105 

ATG GAG TGT GTG CCT TGT GGA GAC CCT CCT CCT CCT TAG GAA CCG CAG 488 

Met Glu Cys Val Pro Cys Gly Asp Pro Pro Pro Pro Tyr Glu Pro His 

110 115 120 

TGT GCC AGC AAG GTC AAC CTC GTG AAG ATC GCG TCC ACG GCC TCC AGC 536 

Cys Ala Ser Lys Val Asn Leu Val Lys He Ala Ser Thr Ala Ser Ser 

125 130 135 

CCA CGG GAC ACG GCG CTG GCT GCC GTT ATC TGC AGC GCT CTG GCC ACC 584 

Pro Arg Asp Thr Ala Leu Ala Ala Val He Cys Ser Ala Leu Ala Thr 
140 145 150 155 

GTC CTG CTG GCC CTG CTC ATC CTC TGT GTC ATC TAT TGT AAG AGA CAG 632 

Val Leu Leu Ala Leu Leu He Leu Cys Val He Tyr Cys Lys Arg Gin 

160 165 170 

TTT ATG GAG AAG AAA CCC AGC TGG TCT CTG CGG TCA CAG GAC ATT CAG 680 

Phe Met Glu Lys Lys Pro Ser Trp Ser Leu Arg Ser Gin Asp He Gin 

175 180 185 

TAG AAC GGC TCT GAG CTG TCG TGT CH GAC AGA CCT CAG CTC CAC GAA 728 

Tyr Asn Gly Ser Glu Leu Ser Cys Leu Asp Rro Arg Gin Leu His Glu 

190 195 200 

TAT GCC CAC AGA GCC TGC TGC CAG TGC CGC CGT GAC TCA GTG CAG ACC 776 

Tyr Ala His Arg Ala Cys Cys Gin Cys Arg Arg Asp Ser Val Gin Thr 
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Gin Asp Ala Leu Thr Met Arg Ser Gin Leu Asp Gin Glu Ser Gly Ala 

365 370 375 

ATC ATC CAC CCA GCC ACT CAG ACG TCC CTC CAG GTA AGG CAG CGA CTG 1304 
lie He His Pro Ala Thr Gin Thr Ser Leu Gin Val Arg Gin Arg Leu 
380 385 390 395 

GGT TCC CTG TGAACACAG CACTGACm CAGTAGATCA GAACTCTGH CCCAGCATAA 1362 
Gly Ser Leu ".^ ^ 

GATTTGGGGG AACCTGATGA GTTTTTTTTT TGCATCTTTA ATAATTTCTT GTATGTTGTA 1422 
GAGTATGTH TAAAATAAAT HCAAGTATT TTTHTAAAA ACTAAAAAAA AAAAAAAAAA 1482 
AAAAAAAAAA AAAA 1496 

^ U-OT^y'^Bfi^J^ifc^bfcHT'feSo 0tfj, hTNFRliiH hllJga^ 
NGFRiit: hn^^^Mm^^^i^^^t>L. h F a s »h: hP a s Sr^fcl". 
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